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sulphonamides 
are better than one 


— especially when the sulphonamides are three of the 

most potent in common use—sulphathiazole, 

sulphadiazine and sulphamerazine 

These drugs rarely cause such side-effects as nausea, 

haemolytic anaemia, cyanosis or acidosis. The greatest 

handicap to their use separately however has been the 

danger of crystal deposition in the urinary tract. Combined 

together, as in ‘ Sulphatriad ', the risk of crystalluria is 

greatly reduced, for the solubility of any one sulphonamide 

is independent of that of the others in solution whereas the Reletive potency of 


various sulphonem des 


bacteriostatic activities of the three are additive. (Sulphenilemide codfficient) 


*Sulphatriad ' is the sulphonamide preparation of choice 
*SULPHATRIAD' 


| 
for greater clinical safety plus the advantages of more is supplied 060-5 Gm. 
rapid absorption, better tissue distribution and faster tablets and as a sus 
pension. 


therapeutic effect. 


meen |“ SUEPHATRIAD’ | 22 
a literature 
brand 


trede mark available 


aeninesad te 2 COMPOUND SULPHONAMIDES on request 
MAY & BAKER LTD for sulphonamide mixture therapy at its best MA1008 


distributors Oe 


PHARMACEUTICAL SPECIALITIES (MAY & BAKER) LTD - DAGENHAM 





hAYLENE-OL 


the satisfactory and palatable 
emulsoid of 
kaolin and paraffin 


There is no more “ physiological '’ preparation 
for routine use :— 


(a) As a gentle laxative at bedtime. It is 
effective when stimulant purgatives 
often fail. This is especially so in the 
face of colon spasm and hypertonia. 


(b) As a preventive of dyspepsia, when 
it should be taken some few minutes 
before every meal. 





Samples and literature on request 


OF ae 
KAYLENE ‘a ch 
ee 
WATERLOO ROAD, LONDON, N.W.2 
Sole Distributors : ADSORBENTS, LTD. 
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Bringing 
NEW 
EFFICIENCY 


to 


BRONCHOGRAPHY 


gs introduction of DIONOSIL has brought a significant advance in the field 
of brone hography Based on a new concept 


suspension of an organn 


lodine-containing compound of low solubility—pioNnosit. tends to spread on 
the mucosal surface, providing excellent visualisation of the bronchial tree 
It shows markedly reduced tendency to enter the alveoli; ample time i provided 
for exposing films. Most importantly, the contrast medium is absorbed and com- 
pletely eliminated from the body. As a rule, shadows in the lung di appear 
completely within 4 days. Important too— there is no breakdown to free iodine 


or inorganic iodides liable to give rise to reactions in sensitive subiect Iwo 


forms are available: DIONOSIL is an aqueous 50°,, suspension, isotonic with the 


DIONOSIL . 


/ 
GLAXO LABORATORIES LTD., GREENFORD, MIDDLESEX BYRon 3434 ¥ 


body fluids. pDrioNosIL OILY is a similar 50°,, suspension in oil 
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mR Problems of Fertility 


in General Practice 
a book “ 


aS this STALLWORTHY, WALKER 
MALLESON, JACKSON 


has The first part of this book covers thoroughly the investigation 
and treatment of infertility, surveying the sexual difficulties 
that may cause childlessness, the prevention of repeated mis- 
lon carriage, the clinical significance of the rhesus factor and the 
difficult psychological and ethical problems involved in 


artificial insemination by donated semen. 


heen The second part deals with contraception and, besides much 
useful information on various methods, this section contains 
valuable and sensible chapters on occlusive caps, the “ safe" 


” 
needed period, genetical prognosis and eugenic sterilisation. 
18s. 6d. net 


—LANCET 
CASSELL 
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== Recently Published 


ROSE & CARLESS’ 


MANUAL of SURGERY 


Edited by SIR CECIL WAKELEY, Bt., K.B.£., C.B., LI.D., M.Ch., 
D.Sc., P.R.C.S., F.R.S.E., F.R.S.A., F.A.C.S. 


This new edition has been completely revised and reset, and includes several hundred new 
illustrations, some of them in colour. All the recent advances in every branch of surgery 
have been thoroughly and systematically covered, and the inclusion of sections by specialist 
contributors ensures that the most up-to-date and practical information in every field is 
made available to the reader. Rose and Carless is now the most complete modern manual 
for students, practitioners, and all who need to consult a general surgical textbook. 


Pp. xx + 1,562, with 18 coloured plates and | ,007 other illustration. In two volumes. 
Postage 2s. 4d. The set, 63s. 
EIGHTEENTH EDITION 




















BAILLIERE, TINDALL AND COX LTD. 
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MANUAL OF CLINICAL ALLERGY 
By JOHN M. SHELDON, M.D., ROBERT G. LOVELL, M.D., and KENNETH P. MATHEWS, 


M.D. 413 pages, illustrated. Price 42s. 6d 
One of the most useful and usable books on allergy ever made available to the clinician. It provides 
clear, specific instructions on clinical diagnosis and treatment of allergic disorders. 


PRACTICAL DERMATOLOGY 
By GEORGE M. LEWIS, M.D. 328 pages. 99 plates. Price 37s. 6d. 


. discussing with much common sense the various groups of dermatological ills in a manner 
that any doctor can understand. . This is a most important and valuable addition to the literature 
and is just the type of work which the student and practitioner require.’’"—British Medical Journal. 


PHARMACOLOGY IN CLINICAL PRACTICE 


By HARRY BECKMAN, M.D. 839 pages. 152 figures. Price 63s. 
“ This is one of the best books on therapeutics that has been published in the English language, and 
one which should be owned and carefully studied by every senior medical student, house officer and 
registrar, and there will be few practitioners who will not benefit from it."’"—-The Practitioner. 


CURRENT THERAPY, 1953 


Edited by HOWARD F. CONN, M.D. 860 pages. Price 55s. 
Today's best treatments, as being used by America’s leading medical authorities. Each of the 373 
physicians who contributed was selected as the man using the most effective treatment known to 
medical science today for the disease he writes about. 


SPECIALTIES IN GENERAL PRACTICE 


By RUSSELL L. CECIL, M.D. 818 pages. 470 illustrations. Price 75s. 
. Specifically for reference by those engaged in general practice. It will undoubtedly meet a 
much-needed demand . . . a useful reference book of such high standard.’’—The Practitioner 


OPHTHALMIC PATHOLOGY 


An Atlas and Textbook. Published under the joint sponsorship of the American Academy of 
Ophthalmology and Otolaryngology and the Armed Forces Institute of Pathology. Edited by 
JONAS S. FRIEDENWALD and Colleagues. 500 pages. 963 illustrations. Price 90s. 


AMERICAN POCKET MEDICAL DICTIONARY 


A New (19th Edition). 639 pages. Price 17s., or with thumb-index 19s. 
For half a century the ‘American Pocket '’ has been the abridged medical dictionary of choice. This 
new (19th edition), completely reorganised and revised, contains over 37,500 different terms. 


(Prices quoted are special ones which apply only to United Kingdom and Eire) 





W. B. SAUNDERS COMPANY LTD., 7 Grape Street, London, W.C.2 
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Essential Books for All Students and Practitioners 


TEXTBOOK OF MEDICAL TREATMENT 
Edited by D. M. DUNLOP, M.D., F.R.C.P., L. S. P. DAVIDSON, M.D., F.R.C.P., 
and Sir JOHN McNEE, D.S.O., M.D., D.Sc., F.R.C.P. 

Sixth Edition 1,039 pages 44 illustrations 50s. 


THE NATIONAL HEALTH SERVICE 


A GUIDE FOR PRACTITIONERS 
Edited by MAX SORSBY, L.M.S.S.A. 
Foreword by Sir Allen Daley 
280 pages 12s. 6d. 


& D t Cc i iad i 2 Vol. |: The Patient and His Disease 


Second Edition 396 pages 25s. 
Vol. Il: Diagnosis, Prevention and Treatment 
522 pages 25s. 
By A. E. CLARK-KENNEDY, M.D., F.R.C.P. 


TEXTBOOK OF MEDICAL JURISPRUDENCE 


AND TOXICOLOGY 
By JOHN GLAISTER, J.P., D.Sc., M.D., F.R.S.E. 
Ninth Edition, Reprint 768 pages 234 illustrations 40s. 


Published by 


E. & S. LIVINGSTONE, Ltd. Edinburgh and London 
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THE EXTRA PHARMACOP@GIA 
(MARTINDALE) 








| 


Volume 1, 23rd Edition 





In this new edition will be found information on the composition and character 
of practically every substance used in medicine, together with a concise summary of 
its use, its method of administration and its contraindications, with abstracts of the 
world literature. The book gives details, with references, of the most recent 
innovations in medical practice. 

Details are provided on the toxicity of chemicals and drugs, on reports of cases of 
poisoning, and on treatment of overdosage. It is unlikely that any medicinal agent 
of established value has been omitted from the Therapeutic Index, which is about 
half as long again as that of the last edition and contains approximately 750 
headings. 

Pp. xxii + 1352. Price 55s. (postage !s.) 


Remittance with order is requested 


THE PHARMACEUTICAL PRESS 
17 Bloomsbury Square, London, W.C.1 


| (Publishers of The British Pharmaceutical Codex) 
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~The House of Churchill 


THE NORMAL CHILD 
Some Problems of the First Three Years and Their Treatment 
By R. S. ILLINGWORTH, M.D., F.R.C.P., Professor of Child Health, University of Sheffield 
Ws. 


64 illustrations 


CLINICAL APPROACH TO FEVERS 


By C. J. McSWEENEY, MD, FRCPIL, OPH 
Medical Superintendent, House of Recovery and 
Fever Hospital. Cork Street, Dublin 10s. 6d. 


RECENT ADVANCES IN 
PATHOLOGY 


Edited by GEOFFREY HADFIELD. MD. FRCP 
Sir Wilham Collins Professor of Pathology, Royal 
ath Edition. 86 

30s. 


College of Surgeons of England 
iMustrations 


RECENT ADVANCES IN 


ANAESTHESIA AND ANALGESIA 
By C. LANGTON HEWER, MB MRCP. 


FFAR CS... Senior Anaesthetist, St. Bartholomew's 
30s 


Hospital Seventh Edit 179 iNlustrations 


MEDICAL DISORDERS DURING 
PREGNANCY 


Edited by STANLEY CLAYTON, MS. FR s 
FRCOG. and SAMUEL ORAM. MD. FR 
28 illustrations Ss. 


PROGRESS IN CLINICAL MEDICINE 


Edited by RAYMOND DALEY MA MD 
MRCP... and HENRY MILLER, MD. MRCP 
D.P.M. Second Editior 43 illustrations 30s. 


PSYCHIATRY IN GENERAL 
PRACTICE 


By C A. H. WATTS.MD and BM. WATTS,™8B 


BS 12s. 6d. 


ANTENATAL AND POSTNATAL 
CARE 


By F_ | BROWNE. MD. FRCS (Edin) FRCOG 
Seventh Editior 


CLARK’S APPLIED 
PHARMACOLOGY 


Eighth Edition. Revised by ANDREW WILSON 
MD., PhO. FREPS. and H. O. SCHILD, MD 


PhD. OSc. 120 illustrations 37s. 6d. 


94 illustrations 30s. 


HERNIA: A Manual for Truss-Fitters 


By FS. MITCHELL-HEGGS, MB. BS. FRCS 
Consultant Surgeon, Bury and Rossendale Group of 
Hospitals. 97 illustrations About 25s. 


RECENT ADVANCES IN 
OBSTETRICS AND GYNAECOLOGY 
By A. W. BOURNE, MB. FRCS, FRCOG 
Consulting Gynaecologist, St. Mary's Hospital, and 
LESLIE WILLIAMS, MD FRCS FRCOG 
Gynaecologist, St. Mary's Hospital. Eighth Edition 
92 illustrations 27s. 6d 
RECENT ADVANCES IN MEDICINE 


Clinical, Laboratory, Therapeutic 
By G. E. BEAUMONT, DOM. FRCP... Physician 
Middlesex Hospital, and E. C DODDS, MV.O 
DSc, MO. FRS., Courtauld Professor of Bio 
chemistry University of London Thirteenth 
Edition. $9 illustrations 27s. 6d 


COMMON DISEASES OF THE EAR, 
NOSE AND THROAT 


By PHILIP READING, MS. FRCS. 2 coloured 
plates and 37 cext-figures lls 


APPLIED MEDICINE: 

Descriptive Cases, and Cases Demon- 
strated at the Bedside by Question and 
Answer 


By G. E. BEAUMONT, DOM. FRCP. 74 illustra 
tions, including 2 coloured plates 35s. 


CLINICAL ENDOCRINOLOGY 


By LAURENCE MARTIN. MA.MD. FRCP. and 
MARTIN HYNES. MOD. MRCP. 8 plates and 22 
text-figures s 


A HANDBOOK OF 
OPHTHALMOLOGY 


By HUMPHREY NEAME. FRCS. and F A 
WILLIAMSON-NOBLE, FRCS Seventh Edition 
13 places and 155 cext-figures 22s. 6d 


MALIGNANT DISEASE OF THE 
FEMALE GENITAL TRACT 
By STANLEY WAY. MRCOG 38 illustrations 
24. 





J. & A. CHURCHILL LTD. 104 GLOUCESTER PLACE LONDON W.! 
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OXFORD MEDICAL PUBLICATIONS 


THE DIAGNOSIS AND TREATMENT OF 
INTRATHORACIC NEW GROWTHS 
by MAURICE DAVIDSON, D.M., F.R.C.P. 
with a chapter on Radiotherapy 
by Davip W. SmITHERS, M.D., M.R.C.P., D.M.R. 
and a chapter on Operative Treatment 
by OswaLp S. TuBsBs, M.B., F.R.C.S. 


‘It is a well-written review of current knowledge, and will be valuable not only to 
postgraduates studying for higher examinations but to many practitioners.” 

British MepicAL JOURNAL 
‘This book has a comprehensiveness and authority because it is backed up by 
clinical acumen and experience . . . most useful for the practitioner at the present 
time.’——-MEDICAL Press 


268 pages 172 illustrations 28 tables 42s. net 


OXFORD UNIVERSITY PRESS 
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SIGNS andSYMPTOMS 


Edited by CYRIL MACBRYDE, a.B., M.D., F.A.C.P. 
8 Colour Plates and 148 Illustrations 783 pages 7Os net 


A Guide to Elements of 
Obstetrics in Food Biochemistry 


General Practice WILLIAM H. PETERSON, pu.p. 
WILLIAM C. W. NIXON, JOHN T. SKINNER, Pu.u. 
M.D.(LOND. ), F.R.C.S.(ENG. ), F.R.C.C,G. and FRANK M. STRONG, pu.p. 


ERIC B. HICKSON, ».R.c.s., 34 Illustrations 259 pages 21s net 
L.R.C.P., D.(OBST.), R.C.O.G. 


35 Illustrations 303 pages 30s net 
é é Failure of the Heart 
Congenital and Circulation 
Heart Disease SECOND EDITION 
SECOND EDITION TERENCE EAST 
J. W. BROWN, M.b., F.R.c.P. M.A., D.M., F.R.C.P. 
128 Illustrations 344 pages 305 net 144 pages 8s 6d net 
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Berkeley Square, London, W.1. Telephone : MAY fair 7444 








Newly Recognized Palatable Source 
of Potassium * THE NEGLECTED MINERAL 


Valentine's Meat Juice, with its high content of soluble potassium salts 
(equivalent to 74-97 mg. KCI per cc.) together with other inorganic 
salts, meat bases and small amounts of soluble proteins is a valuable 
dietary supplement, furnishing practical amounts of potassium in 


= ad — COMPANY, INC., RICHMOND, VA. 
VALENTINE’S MEAT JUICE 
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IF YOU WANT A BOOK 


ask us about it. . 


IF YOU WANT IT QUICKLY 


ask us to send it. . 
LLOYD-LUKE (mepicat sooxs) LTD., 49 NEWMAN ST., LONDON, W.! 


(opposite Middlesex Hospital) 
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THE BRITISH OXYGEN CO. LTD 


MEDICAL DIVISION 


LONDON & BRANCHES = [6() 


The comprehensive B.O.C medical service includes 


the supply of all gases; the manufacture of every 


CARBON DIOXIDE . 
kind of associated equipment, including Hospital 


Pipelines; and regular maintenance and repair. Illus- 


i OXYGEN ) trated Brochures are available on request. 
ETHYLENE ANASTHETIC APPARATUS 3 
OXYGEN THERAPY 
~—s ANASTHETIC SUNDRIES 


The advantage of Lastonet i 
that it stretches equally in all 


directions to afford full and even 


support in every movement of 


the limb. The net is also light 


in weight and self-ventilating 


Elastic Bandage 
1 Lastonet bandage pr 
firm and constant 


f stricting motvemer 
will not easily work loose 


When the need is SUPPORT 


prescribe a 


For use in post-opera Keg 
tional treatment of . ~ 
E-L-A-S-T-I-C 


mastectomy Backed 


by the experience of LA 
the British SURGICAL PRODUCT 


largest \ 
makers of surgical 
stockings \\ NOW EASILY OBTAINABLE 


LASTONET PRODUCTS LTD.,. CARN BREA, REDRUTII, CORNWAIT 
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® Made trom the finest Shetheld stee!, Swann-Mortue 
surgical blades are individually tested for k eeaness 
d finwi: then sterilised and cuated with 
pure Vaseline to reach the surgeon's hands 
in perfect condition. Handles are of stain- 
t less metal, precisely machined to en- 
sure that blades fit accurately and 
rigidly. There are eleven types 
of blade. as illustrated, 
and three types of 
handle. 





W. R. SWANN & CO. LTD - PENN WORKS - SHEFFIELD - ENGLAND 


MIDWIFERY FORCEPS THE HOLBORN 
Forged from finest Sheffield Stainless Steel Ss TERIL IZER FORCEPS 


GP 1473 for open-rim utensils 


REG. DESIGN 685738 
STAINLESS STEEL 
Va 
; 
AD ig 


A ——_—_—_= 
i” 


This instrument holds securely all hospital utensils 
especially stain'ess steel! ware The jaws fit over the 
epen rim (B.5.1. Standard), firmly gripping the 
GP 1472 surface so that the risk of the utensil falling and 

becoming dented or causing injury to the user is 
reduced to a minimum 





GP 1472 Barnes’ Midwifery Forceps, with 
Simpson's handle and Neville's axis 
traction rod, stainless steel Cit 10s. Od 


Enquiries invited for instruments in general. Abridged 
surgical instrument catalogue post free on ap 
plication 


GP 1473 Ditto Anderson above, without 
que creation, etalelenn eonet aos.o¢. THE HOLBORN SURGICAL 
GP 1473 Haig Fergusson’s with axis traction INSTRUMENT co LTD 
*” 5 


stainiess steel €il 10s. Cd 
GP 1471 (not illustrated) Ditto Milne 15 Charterhouse Street, London, F.C .1 
Murray's £13 10s. Od Telephone: Holborn 2268 and 3195 


GP 1469 Kielland’s stainless stee! £@ 10s. Od. 








THE PRACTITIONER 











MARCONI INS 


a 


effield - Southampton 





ANNOUNCEMENTS 

















Porosity is only half the answer to the problem of skin irritations, in the 
use of elastic adhesive bandages. Eczematous sensitisation is frequently duc 


to rubber or to some irritating solvent or resin used in ordinary plaster mass 

POROPLAST is entirely free from these disadvantages. It contains NO 
RUBBER, no solvents and none of the irritating resins usually embodied in 
elastic adhesive bandages. Consequently POROPLAST has already shown that 
it can considerably reduce skin hazards. 

POROPLAST is porous .. . the first elastic adhesive bandage to be spread in 
4 NEW WAY, to give regular ventilation over its entire surface, even where two 
layers overlap. Tests have shown that it can remain in situ for long periods, 
even on the most sensitive skin, without causing irritation. It is freely available 
to hospitals and general practitioners at the same price as ordinary elastic 
adhesive bandages. Samples on application. 


PoroPlast 


THE SCHOLL MFG. CO. LTD. 182/204, ST. JOHN STREET, LONDON, EC1 
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Butazolidin 


~ 


elgy 


The Low Dosage 


Antirheumatice 


An ever-growing number of 
clinicians are finding that 
Butazolidin — in low dosage 

is a valuable therapeutic agent 
in a wide range of rheumatic 
diseases 


Rheumatoid 
Ve silai at 
Muscular 
Rheumatism 


Neuritis and 
Neuralgias 
Fibrositis 
Bursitis 
Gout 
Osteoarthritis 
Ankylosing 
Spondylitis 
Osteoporosis 
of the Spine 


Prolapsed 
intervertebral Disc 


Prescribable on N.H.S. Form E.C.10 


Tablets: 200 mg., containers of 20, 50, 100 
and 500. Ampoules: |,000 mg. in 5 cc., 
boxes of 5 and SO 


Literature on request 
PHARMACEUTICAL LABORATORIES GEIGY LTD 
Rhodes Middleton . MANCHESTER 
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Clinical Control of 
orthostatic hypotension 


with SPENCER * 


One of the findings in studies* covering a six month to 

three year follow-up on 173 patients who had sympa- 

thectomies to include the 4th thoracic level indicate 

that the control of the orthostatic hypotension which 

results “‘ routinely requires a special corset (Spencer 

Support) with a spring suprapubic pad (Spencer 

Abdominal Spring Padt) ... .” 

The Spencer Support and Abdominal Spring Pad used 

in these—and in present—studies are pictured at right. 

The support improves and maintains posture and 

body mechanics and the Abdominal 

Spring Pad serves as a resilient visceral 

elevator. Together they help prevent 

the pooling of blood in lower abdo- 

men and extremities, favourably 

influence circulation and respiration, 

encourage exercise of muscles. The 

comfortable support to spine and 

abdomen produces a heightened sense of well-being, 

and confidence in getting back to normal living. 

These benefits are obtained because this Spencer ecg aa - 
Support—like all other Spencer Supports —is individuall) gf gy sean an 
designed, cut and made for each patient to attain pad in the support 
the prescribed medical aims. 

Use Spencer Supports with confidence in control of hypotension associated with any 
conditions where support is indicated. 


* Results of High Dorsolumbar Sympathectomy for Hypertension, ‘Annals of Internal Medicine’, W : 907-329 
(February), 1949 
+ Patented 


For further information write to 


SPENCER (BANBURY) LTD. 


Consulting Manufacturers of 


Surgical and Orthopaedic Supports 
Spencer House Banbury Oxfordshire 


Tel. Banbury 2265 


Branch Offices and Fitting Centres 


MANCHESTER: 38a, King Street, 2. Tel. BLAckfriars 9075 
LIVERPOOL: 79, Church Street, 1 Tel. Royal 4021 
LEEDS: Victoria Buildings, Park Cross Street, | (opposite Towns Hall 

. ). Tel. Leeds 330821 
BRISTOL: 44a Queens Road, 8. Tel. Bristol 24801 
GLASGOW: 86 St. Vincent Street, C.2 Tel. Central 3232 
EDINBURGH: Wa, George Street, 2. Tel. Caledonian 6162 


Trained Spencer Retailer-Fitters resident throughout the Kingdom, name and oeddress of nearest Fitter 
supplied on request 


APPLIANCES SUPPLIED UNDER THE NATIONAL HEALTH SERVICE 





Copyright. 
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‘DISTIVIT’ 
—_ 
y Z 4 BRAND 
We Y , 4 
solution of vitamin B 12 

* Distivit’® Bid is highly effettive 
in the treatmdnt of pernic tous anaemia, 
including th¢ neurological complications 
of the disease. 
Mezaloblastic bone marrow becomes 
normoblastic, there is a rapid increase in 
the red cell count and ha mozlobin level, 
and clinicgt symptoms disappear. 
* Disti~it’ Bie is also useful in the 
treatraent of other types of 
macrecytic anaemia, 
There are no known contra-indications to 
its use and there is no evidence that & 


gives rise to undesirable side-effects 


* Distivit’ Bie is issued in three streiths 


in ampoules containing 20, 50, and 100 
micragrams per ml. in boxes of 


5 x liml. ampoules. 


*DISTIVIT’, a trade mark, 
is the property of the manufacturers 





Distrilnted by 

Burroughs Wellcome & Co 

Evans Medical Supplies Ltd 

Imperial Chemical (Pharmaceuticals) Ltd 


Manufactured by 


THE DISTILLERS COMPANY (BIOCHEMICALS) LTD. 
Speke Liverpool 
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* BISMUTH 


in Gastro-enterology ? 


QUESTIONS that every doctor will ask when a preparation is recom- 
mended for the treatment of indigestion, gastritis, hyperchlorhydria 
and peptic ulcer are set out below. The Answers given are based on 
published Clinical Trials and authoritative experiences (see Refer- 
ences) which have proved the value of Bismuth Carbonate in gastro- 





enterology. 

QUESTION 
Why is bismuth carbonate 
the best and safest antacid ? 


Why does bismuth carbon- 
ate protect the gastric 
mucosa ? 


How does bismuth carbon- 
ate produce such rapid 
relief from dyspeptic symp- 
toms ? 


How are the best results 
with bismuth carbonate ob- 
tained ? 


Why is bismuth carbonate 
therapy the most economical 
form of gastritis and ulcer 
treatment ? 


Why are bismuth prepara- 
tions (salicylate, carbonate, 
subgallate) so effective in 
the relief of diarrhoea? 


Lancet (1928), 1, 14. 


Practitioner (1950), 165, 12. 


ANSWER 
Because it will satisfactorily neutralize the gastric 
acidity. The dose necessary to raise the pH to the 
optimum is well tolerated without any danger of 
alkalosis, rebound acid secretion or untoward 
side effects. 


Because it forms a protective pellicle which can 
be seen radiologically. This pellicle is an adhesive 
coagulate which appears to be formed by the 
combination of bismuth with proteins 


By neutralization of excess acid and protection 
of the gastric mucosa: furthermore bismuth 
carbonate exerts a sedative effect on the gastric 
nerve endings, and has other healing properties 


By prescribing the preparation in the high dosage 
recently described by many eminent physicians, 
i.e. 10 grammes at least 3 times daily 


Because in the majority of cases it is possible 
for the patient to remain at his employment, 
secondly the incidence of relapse is extremely 
low. 


Because they exert protective and sedative powers 
on the intestinal and colonic mucosa. In addition 
they slow down peristalsis and thus allow the 
normal absorption of water 
REFERENCES 
British Medical Journal (1951), 2, 292 
Medicine Illustrated (1952), 6, 60 


Illustrated literature on bismuth therapy and free samples of 
Bismuth Carbonate available from 


Bismuth Research Dept. 


MINING 


& CHEMICAL PRODUCTS LTD. 


376 Strand, London, W.C.2 























INCREASED 
DEMANDS 


Certain circumstances may cause an increase in the daily re- 
quirements of vitamins which is not met by the average diet 
In such cases a food supplying the lacking vitamins is often 
recommended in preference to synthetic vitamin supplements 


When an increased demand for the B, vitamins arises, Marmite 
has proved particularly useful, as it provides these vitamins in 
the naturally occurring form in a palatable foodstuff. For 
regular inclusion in the antenatal diet, Marmite is recognized 


as being of somewhat special value 


yeast extract 


contains 


Obtainable from Chemists and Grocers av vitamin B,) Sm 
Special terms for packs for hospitals, welfare centres and schools Ta t 43 165m per 


THE MARMITE FOOD EXTRACT CO., LTD., 35 SEETHING LANE, 
LONDON, E.C.3 











ST. DUNSTAN’S CLOCK 
On the wall of St. Dunstan-in 
the-West in Fleet Street is the 
first clock showing minutes 
ever to be made t was also 
the first clock to have two 
dials. It was made in 1671 


CLOCKWORK REGULARITY. 


Normal bowel action ts a fine thing to 

possess. It is, perhaps, the most sought 

after talisman against ill-health in the world 

No wonder, then, if its temporary suspension 

leads from a mild despondency even to black 

despair. But in such a crisis panic measures 

are to be avoided—the taking of harsh 

purgatives eschewed 

Success in the restoration of the much-cherished habit 
lies in the regular persuasive stimulus of sott bulk—such as 
is provided by * PETROLAGAR.” Gently and unobtrusively 
* PETROLAGAR ° arranges for normal physiological evacua 
tions and secures the return of ‘ clockwork regularity.’ 





Wye 


*‘PETROLAGAR’ 


JOHN \|(WYETH & BROTHER LTD. 


Clifton House . Euston Road . N.W.1 EMULSION 
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0 ‘khellinisatior 


KHELLANALS 


uppositories Vy 


Khellin therapy without nausea 


hellin providing effective 
bronchitis, bronchial asthma, angi 
without the distressing side-effects so 
enteral and oral administratior 


Climcal sample and terature on request 


PAINES & BYRNE LTD., Pabyrn Laboratories, Greenford 


4 











A COMPREHENSIVE THERAPY 
for all types of Leucorrhoea gps 


ve \ 
oe gt 
ees al 
il qu) yoo" 
om 


> 900 — 
penicittlh we ve gropnvion'® 
(ge? 


; TA M Pp O VA GA N ' WITH ICHTHYOL 5% and 10% 


(cervica! inflammation otter chviddwth 


EASILY SOLUBLE PESSARIES 
self.administered by patient 


* Packings The Practitioner 


CAMDEN CHEMICAL CO. LTD - 6! Grays Inn Road - London, W.C.! 
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METHEPH 


Methylephedrine 
Hyd abley ate! . ‘ 
dae sage for the Control of Enuresis 











When normal! physical control of the bladder ts defective. uninhibited refiex 


contraction an often be suppressed by * Metheph and full control of 


enuresis in children secured in 3 to 4 weeks 
The action of * Metheph’ is more prolonged than that of ephedrine, and it 
has fewer side-cilects (8. MJ 1950, Nov. I! Enuresis *) 

required is one tablet (2/3 grain) as bedtime for children 


The average dose 
2 tablets for older children 


f 3 to 6 years, and 1} to 
Metheph © is also of great value in the relicf of bronchial spasm and for 
the prevention of asthmatic relapses 


Metheph * is issued in tablets (2/3 grain), in bottles of 25, 100 and 400 


I-N-Methylephedrine Freely prescribable under the N.H.S. Scheme 


Metheph’-Regd. Trade Mark 


MOORE MEDICINAL PRODUCTS LTD 


ABERDEEN LOmMCON OFF pnb ~ : oenesrke PLACE Ww ! LONDON 


Literature available on request 





An effective alternative to the barbiturates 


‘COBLIVON’ 


Methylpentynol 
FOR THE RAPID INDUCTION OF 
SLEEP WITHOUT ‘HANGOVER’ 


FULL LITERATURE AND SAMPLES AVAILABLE ON REQUEST 


British Schering Limited 


Kensington High Street, London, W.8 
tel: WEStern 8111 
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‘“Thiomert 


SODIUM 


API 


n’ 


\firk 


RIN DIUM 





THE NEW NERCUR Atl 


D.URET.¢ 


FOR SUBCUTANEOUS INJECTION 





*Thiomerin’ differs from other 
mercurial diuretics in that the 

mercury 1s in combination with 

an organic group plus another 
compound—sodium thiogly- 

collate, which has a marked 

detoxicating action on the 

mercury The volume of 

urine excreted is mainly deter- 

mined by the size and frequency of the 
injections. Intravenous injections merely 
speed up the process by a few hours but 
have no effect on the final weight loss 


other mer- 
administered 
benefits, both 
from a painiess myection 
))) and because less frequent 
Lg bladder emptying, especially 
at night, permits much- 
needed rest and imposes less strain 
* Thiomerin’ is indicated in 

Cardiac Oedema (peripheral or ;ulmonary) 

Nephritic Oedema Ascites of Liver Disease 


Carefully selected cases af Subacute and Chronk 
Nephritis 


to that of any 
curial, however 
The patient 


*Thiomerin’ diuresis induced by sub- 
cutaneous injection (0.5 to 2 cc) is gentle, 
slower in onset but equal in output 


Injection, 


JOHN WYETH & BROTHER LIMITED, CLIFTON HOUSE, EUSTON ROAD, NWI 


PACKING 
1.4 G, to which the addition of 
BP. will provide a solution contaming 
the equivalent of 40 mg. Mercury 


is supphed in vials of 
10 cc. Water for 


* Thiomerin* 


per oe 


4 yeth 








Introducing 


IN RHEUMATIC DISEASI 


High t 


’ 
eve 


PARA-AMINOBENZOIC ACID 
and SALICYLATE THERAPY 


ENCYNEX in moderate doses gives all the advantages of 
high dosage salicylate therapy including a high blood 
salicylate level without untoward effects. 

ENCYNEX depends for effect upon the synergistic and 
reciprocal action existing between Sodium Salicylate and 
Para-Aminobenzoic Acid. Additional analgesia is supplied 
by the inclusion of Acetophenetidin. 

ENCYNEX rapidly reduces swelling and inflammation 
and clinica] tests have demonstrated marked improvement 
in the range of motion and restoration of functional 


capacity. 


Literature and clinical samples from Sole Distributors 


’. ANGLO-FRENCH DRUG Co. 


RHEUMATOID ARTHRITIS 
MUSCULAR RHEUMATISM 
ACUTE RHEUMATIC FEVER 
SUBDELTOID BURSITIS 
FIBROSITIS, etc. 


Fach tablet contains 


32.5 mg 
150.0 mg 
150.0 mg 


Para-Aminobenzoic Acid 
Sodium Salicylate 
Sodium Bicarbonate 
Acetophenetidin 


D STREET 
W.Cc.l 


11-12 GUILFOR 
LONDON, 
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9 in the treatment of 
LEG ULCER 


“Fog” is a concentrate of the 
active isomer of linoleic and 
linolenic acids, of standardised 
biological activity and the high 
est achievable degree of purity 
It is available in capsule, liquid 
and ointment presentations 
*‘Fo9”’ is indicated in cases of 
Infantile Eczema, Adult Eczema, 
Rosacea, Furunculosis and other 
skin disorders associated with a 
deficiency of essential fatty acids 
It is also successful in cases of 
Varicose Leg Ulcers of long 
standing. 


Photograph of Mr. B.S. taken Photograph of Mr. B.S. taken Fo99 " has no N.F. equivalent, is not 

on 20th December, before treat on 28th March, 1951, after 14 advertised to the public and may be 

ment with Fog lnagnost reek treatment wath Fog prescribed on EC1 The average 

leg ulcer unhealed ance git One capsule and one application weekly cost to the chemist, with ful 
f oantment daily josage, can be as little as 6d 


Literature on request 
INTERNATIONAL LABORATORIES LTD. Depr. PR is, 18, OLD TOWN, LONDON, S.W.4 
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NATIVELLE’S DIGITALINE 


Successful Clinical Practice spreading over many years is proof of the trust- 
worthiness of THE ORIGINAL PRODUCT. Standard works on cardiology 
and current medical literature contain numerous references to the unfailing 
reliability and constant activity ofp NATIVELLE’S DIGITALINE. Litera- 
ture, charts and samples will gladly be forwarded on request. 

Supplied in the following stable forms:— 

rABLETS (PINK) 0.1 mg.=1/600 yg TABLETS (WHITE) 0.25 mg.=1/240 gr 

AMPOULES for intramuscular and intravenous injection 0.20 mg 1/300 gr 
Digitaline Tablets now available in dispensing packs of 200 


NATISEDINE NATIROSE DRAGEES 


Tablets of 0.10 g.m. of the Dragées of — 
phenylethylbarbiturate of quinine Boxes of 40 


" 
OUABAINE ARNAUD 

TABLETS: 2.5 mgm., 1/24 gr. Bottles of 40 

AMPOULES 120 gr.-0O.S0 mg. for intramuscular injection 

AMPOULES: 1/240 gr.-0.25 mg. for intravenous injection 
4mpoules packed in boxes of 6 


IODHEMA 


Tablets and solutions 
All forms of Nativelle’s Digitaline & OQuabaine Arnaud are exempt from Purchase Tax 


74-77 WHITE LION STREET 19 TEMPLE BAR 
LONDON, N.1 DUBLIN 
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PROTEOLYSED LIVER 


1} 


Disorders of the Blood.’ Sixth Edition 


Paby f eolyse ve ¢ ov ble f 


PAINES & BYRNE LTD., Greenford, Middlesex 














— HORMOTONE“T” 


Naturally Occurring Oestrogens for Oral Therapy 


Each tablet contains 1,000 international units of natura 
oestrogenic hormones combined with 1/10 grain thyroid 
and acts directly upon the endometrium, inducing hype: 
plasia of the uterine mucosa. Indicated in cases of oestro 
genic deficiency including menopausal symptoms 


amenorrhoea and hypomenorrhoea 


Bottles of 40 and 250 Spec ially coated tablets 


Professional samples available on request ®, a 


G. W. CARNRICK CO. 


Distributors: Brooks & Warburton, Ltd., 232-242 Vauxhall Bridge Road, 








London, S.W.1 Tel. Vic. 1282 
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Advertised and Introduced ONLY to the Medical Profession 
THERAPY OF ARTERIOSCLEROSIS 


DESCLERAN 


TABLETS (Sch. IV) 

A New Product consisting of Ilodocholine Iodide and 
phenylethylbarbiturate of Yohimbine and Quinine 
VASO-DILATOR AND ANTISPASMODIC 
Descleran counteracts the sympathicotonia responsible for arteriolar spasm, 
vasoconstriction and functional disorders, and exercises the therapeutic value 

of a high Iodine content on the sclerosis. 


INDICATIONS Gerieral and localised vascular sclerosis and the maintenance treatment 
between attacks) of Angina Pectoris 
POSOLOGY PRESENTATION 
One tablet half an hour before each of the three Tube of 30 Tablets. Bulk packing for dispensing 
purposes—bottle of 250 tablets 





principal meals, daily 
BENGUE & CO. LTD., Manufacturing Chemists 
MOUNT PLEASANT *« ALPERTON * WEMBLEY *« MIDDLESEX 


75 i.u.per gelucap 


CARDIOVASCULAR-RENAL DISEASES 


Each gelucap contains a concentrate of natural esters (d, alpha tocophery! 
acetate) from vegetable oils, type VI, equivalent to 75 mg. dl, alpha toco- 
pheryl acetate (i.e. 75 international units). 
VITA-E is the genuine natural Vitamin E used by the 
Shute Institute and recommended by the Shute Founda- 
EXTENSIVELY tion for Medical Research and is sold under no other 
PRESCRIBED ON name. Physicians abroad are warned against using any 
E.C.10 FORMS IN THE brand of vitamin E not labelled in terms of international 
UNITED KINGDOM units as per standard of the League of Nations. VITA-E 
is manufactured in England and is available in all 
countries so substitutes should be avoided. 
Also available a complete range of endocrine and endocrine-vitamin prepara- 
tions including BIOGLAN-A/R capsules for rheumatism, arthritis, rheumatoid 
arthritis and fibrositis (based on the same cortical principle as CORTISONE). 


THE BIOGLAN LABORATORIES LTD., HERTFORD, HERTS. 
Tel. Address: “* BIOGLAN TOLMERS”" Phone: CUFFLEY 2137 Literature on request 
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of 


Rosena is a balanced blend of pure orange juice and 
rose hip extract. The soft, pleasant flavour of the 
rose hip has been used to stabilise the orange juice 
at an acidity which makes it most pleasant and 
acceptable to children of all ages. It does not cause 
stomach or bowel trouble. By reason of its high 
vitamin content (not less than 56 mgms 
of Vitamin C per fluid oz.) Rosena ts 
equal in Vitamin C activity to Ministry 
of Food Orange Juice and National 
Rdse Hip Syrup. It also contains three 
natural sugars, which are nutritionally 
valuable. These comprise glucose, fruit 
Sugar and cane sugar. In addition, a 
further ten per cent of pure glucose has 
been added. 2/10d. from Chemists only 


Rosena 


ROSE HIP & ORANGE 


WITH EXTRA GLUCOSE 
Send for a free sample and a copy of 
fant Therapy” from 


* GLOUCESTERSHIRE 


Vitamin C in le 


CARTER’S OF COLEFORD + DEPT. M.2 


* Cestra Mask 


SURGEONS 
and NURSES 


Made by: Robinson & Sons 
Led., Wheat Bridge Mills 
CHESTERFIEL 


BACTERIOLOGICALLY TESTED AND 
SPECIALLY DESIGNED FOR THE 
PREVENTION OF DROPLET INFECTION 


After many bacteriological experiments this mask was 
designed to arrest all droplets from the mouth and 
nose, and so to prevent contamination — operation 
The “Cestra’’ Mask consists of 4 layers fine dental 
gauze. it fastens securely under the chin, has an air 
gap at the sides, is comfortable to wear for long 
periods and may be easily sterilized 


Obtainable from Chemists and Medical Stores 


King’s Bourne House, 229/23! 


London Office 
LONDON, W.C.I 


High Holborn, 





TONSILLITIS INFLUENZAL COLDS 


A considered formulation 
eliminates the side effects 
of constipation and 
depression. HYPON TABLETS 
alleviate pain rapidly, 
disintegrating in 10-15 
seconds thus ensuring the 
maximum therapeutic 
HYPON TABLETS are 


Literature 


andSamples 
available on 





value. 
invaluable in febrile states. 


request 
from the 
Medic al 


Department Acid. Acetylsalicyl. BP 
Phenacet. BLP 

48.00 Caffein. BP. 200 
Codein. Phosph. BLP. O09 
Phenolphthal. B.P.— 1.04 
Excip.—-7.75¥,. (Each tablet 8 
grains) PACKS: 10, SO, 125, 250 
DISPENSING PACKS: 600-345. lid 
1,000. 58s, 3d 


hORMULA 
4022 


-- + + © © © © © +-+-o-«-«-<¢ 


LIMITED 
TEL.: 


CALMIC 


CREWE HALL, CREWE 3251-5 





XXVIII THE PRACT 


ITIONER 








CHRONIC 
CONSTIPATION 


A fundamental 
advance in treatment 


The value of senna as a safe laxative is 
well recognised. Senna preparations, 
however, have had the disadvantage of 
uncertain potency. 


In Senokot, for the first time senna has 
been biologically and chemically stan- 
dardised and incorporated in a base of 
cocoa, malt and sugar to provide a 
dependable and palatable preparation, 
readily accepted by adults and children 
alike 


By its physiological action in stimulating 
peristalsis through a nervous mechanism 


Lancet, 1952, 2, 655), Senokot is 





PROBLEM CORNER 


EDUCATION, we are told, is not so 
much a matter of knowing the facts as 
knowing where to find them. In mat- 
ters of finance, you will find ‘the facts 
the Bank. 


departments exist to advise on overseas 


at Westminster Special 
trade, to help with customers’ Income 
Tax problems, to obtain foreign cur- 
rency and passports, to act as Executor 
or Trustee, to... But why go on? We 
have said enough to show that, when 
problems like these arise, the simplest 
thing to do is to leave them in the 


efficient hands of the Westminster Bank 


WESTMINSTER BANK 


LIMITED 








specially indicated for chronic constipa- 
tion, and is suitable during pregnancy 











and for nursing mothers. There are no 


known contra-indications 


Available in tins of 
2 and in tax free 
dispensing packs of 
2 lbs. from which 2 
doses cost about 1d. 


> ors 


Senokot 


‘ 
MOCOLATE (axarive GRAM 


4 pan 
— be pre 
There 


equivalent 


Senokot 
scribed on BOW 
official 


may 


is me 


umd itis mot advertised 


to the publi 


Senokot 
CHOCOLATE LAXATIVE GRANULES 


Samples and Literature on request 


® 


LABORATORIES 
LONDON. NW! 


WESTMINSTER LTD 


CHALCOT ROAD 








BINDING CASES 
AU UAOKA 

*% Binding cases for Volume 169 
(July to December 1952) and 
previous volumes are now 
available in green cloth with 
gilt lettering, price 5s, each, 
post free 





The cases are made to hold six 
copies of the journal after the 
advertisement pages have been 
removed; they are not self- 
binding 

Alternatively, subscribers’ cop- 
ies can be bound at an inclus- 
ive charge of 12s 6d. per 
volume; this includes the cost 
of the binding case and return 
postage. 


Send your order, with remittance, to 


The Bookbinding Department 
THE PRACTITIONER 
5 Bentinck Street, London, W.1 
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(NEPENTHE ) THE ARDENTE 


\ Door” 


AURAL AID 








Registered 


THE SAFEST AND BEST PREPARATION 
OF OPIUM 
Nepenthe contains all the constituents of 
opium and has been prescribed for over 100 
years. It has been found by generations of 
practitioners to be the best preparation of 
opium, as it does not cause the unpleasant 
after-effects usually attributed to opiates It 
can be given over a considerable period and 
the effect remains invariably constant 


Packed in 2-oz 4-oz., 6-oz. and 16-02 
botties, and for injection in 4-oz. rubber 
capped bottles, sterile, ready for use 


(FERRIS ) 


Telephone Bristol 21381 
Telegraphic Address FERRIS, BRISTOL 

















RHEUMATISM 


and kindred ailments. 


Harrogate, the largest Spa in Great Britain, 
is actively engaged in providing all types 
of physical treatment in connection with 
the rheumatic diseases and all types of 
physical rehabilitation. Extensive altera- 
tions have taken place, including the 
equipment of the establishment with DEEP 
POOL THERAPY, medical gymnastic facili- 
ties and occupational therapy 


HARROGATE SPA 


Treats both private patients under its 
All-inclusive Treatment Scheme, and 
National Health patients 


Medical enquiries as to cost, and how free 


treatment under the National Health Service 
can be obtained, will be welcomed by 


C. ROBERTS, MANAGER SECTION 3 


The Royal Baths 


H A R R O GA TE 


1D 

The microphone in a conventional hearing aid ts 
located in the front of the instrument with the 
face vertical. Under such conditions the reception 
of sound becomes highly directional Sounds 
arriving at right angles to the plane of the micro 
phone appear to be strongest and very little is 
heard when sounds arrive from other directions 
When, therefore, the patient is in conversation 
with a group of people, he can only hear the 
speaker directly mn front of him 


” rth partx 
aa t mix and of 
wg vs’ Home Trial 
~ t 
Artenng 
The Secretary 
The Ardente Hearmg Rehabilitation L nit 
Ardente House, 309 Oxford Street, London, W.1 


MAYtfair 7917 
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START-RITE SHOES 


durability 


Start-Rite shoes possess all 
the flexibility needed to give 
healthful exercise to the foot 
muscles : plus all the durability 
that has made Start-Rite shoes 
famous. 

Note these outstanding 
features :— 

1. Greater flexibility. 

2. Straight toe-line, roomier 
toes. 

. Snug heel grip. 

5 Special heel to keep ankles 
straight. 

. The Last, graded to con- 
form to the changing 
contour of the foot. 

Start-Rite shoes have been 
designed in co-operation with 
a leading orthopaedic surgeon. 
They are made as well as shoes 
can be made. They may be 
recommended with everv con- 


fidence. 


GIARTRIT) 








QUEEN WwW 


Non-Allergic 
BEAUTY PRODUCTS ty 
THE 
SAFETY FACTOR, nm 1) 
IN EVERYDAY /"'\~ 
MAKE-UP ..)\ \\: 


Queen Beauty pro- (. 7°, 
ducts form a 
complete range of 

toilet and beauty reparations, including 
lipsticks, specially for those women who 
have sensitive skins. Queen products con- 
tain no orris in any form, nor any other 
skin irritants and are recommended by 
the Medical Profession. 


Obtainable from John Bell & Croyden, 50 Wigmore 
Street, W.1 and other Chemists 


Write for price list to 
BOUTALLS CHEMISTS LTD. 
60 Lambs Conduit Street, London, W.C.} 


—_ 
= © 


a 





NORWICH ~ NORFOLK 








— 
“You'll have some 
too, Nurse, if you know what's 


good for you!’ 


sleep sweeter- 
ourn-vita 


made by Cadburys 
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AS 
\_/ WITHIN 
NORMAL 


~ LIMIT 
* 


NO HEMATOLOGICAL EVIDENCE OF ANEMIA 


Tissue iron deficiency, a recently recognised phy-iological 


state, is effectively countered by the administration Lisoreture 


of an organi form of iron and samples 


Ferrous Gluconate, of proven value in hypochromi« available 
anamias, is of equal therapeutic value in replenishing the on request 
from the 


Medical 


Department 


iron de pots of the body without the side effects common 
to inorganic iron therapy 
PORMELA Lach teaspoonful contains Ferrous Glaconate 0 4 gm 
fneurine Hydrochlond I mgm. : Riboflavin—!I men 
Nicotinamide — 10 mgms U ith trace elements of ¢ opper and \lanzanese 


racks: Bottles of 4 fl. ozs. 5 20 fl ox. Z 
i) fl. ozs 46 80 A ozs. 


¢ 
¢ 
° 
‘ 
¢ 
° 
¢ 
. 
¢ 
° 
6 
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Ref.: Med. Press: E i t '¢ | R 
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PROTEIN DEFICIENCY AND THE VALUE OF 


BROCKHAM 
HicH ProTeIN F () () —) 


Brockham High Protein Food added to the diet 
provides the extra protein needed by so many patients. 














This extremely valuable nutritional 
supplement contains over 21 
of first class protein all derived 
from rich unspoiled sources, to- 
gether with the “trace”? elements 
and B-Complex Vitamins of the 
constituents. The health-giving 
properties of Brockham High 
Protein Food are enhanced when 
they are combined in this con- 
centrated form. 





BROCKHAM -rorcin FOOD 


is a concentrate of 


% POWDERED BREWERS YEAST 
+ YOGHOURTED SKIM MILK 
+ MOLASSES 
* WHEAT GERM 


In addition to first class Protein, Brockham 

Food contains B-Complex Vitamins and “trace” f 

elements from unspoiled natural sources. We shall be glad to send you 
a sample packet on request 

within the U.K. 








Obtainable from all Chemists and Health Food Stores everywhere. 3/- and 5/6 


BROCKHAM FOOD LABORATORIES LTD., ACTON LANE, LONDON, N.W.10 
MIy 
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IS INDICATED BECAUSE . .. it is attractive and palatable, while at 


the same time it conforms to medical requirements, as 


a study of the Average Analysis will show. This 


acceptable and nutritious Diabetic Loaf ee 
is in fact useful in any diet designed : 
to reduce starch intake or to ; 
increase dictary protein. * + \\ 
. | ’ _ 
| \\\) ~ 
: 


AVERAGE ANALYSIS DESIGNED FOR EASY MEASUREMENT 


One ounce of this bread at 30 An interesting feature of this Procea loaf is that its 
moisture content contains exterior is ribbed. This allows the amount of bread to b« 


Protein 6.5 grams pre-determined with some degree of accuracy 


Mineral matter 0.5 grams 
Fat 2.5 grams 
Carbohydrates 10.5 grams 


Protein-Carbohydrate 
ratio | to 1.6 approx stores, etc 
address below giving, if possible, the names and 


The Pvocea Diabetic Loaf is baked to the formula 
a prescribed by medical authorities for the attainment of a 
suitably low starch content for the diabetic subject, and 
is obtainable from authorised bakers, chemists, health 
For further particulars, please write to the 
Carbohydrate content per 

slice 2.5 grams approx. addresses of your local bakers or other stockists 





PROCEA PRODUCTS LID., Procea House, Dean Street, London, W.1 
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Nervous Exhaustion 


Practitioners often encounter patients whose ill-health is due mainly to 
emotional or neurotic disturbance. Frequently there appears to be no 
physical basis and their principal symptoms are usually undue nervous- 
ness, fatigue and poor appetite. 

For these mildly neurasthenic and exhausted cases * BEPLETE’ Wyeth 
is uniquely appropriate. It contains Phenobarbitone and Vitamin 
B-complex as an appetising Elixir, and so provides a quieting relaxation, 
while at the same time supplying | sini naan 

to be chloride 13 me. Ribsflavin 10 ma. : Pvt 


doxine Hydrochloride 0.33 mg Nicotinamide 


essential for the energy requirements B.P. 10.0 mg.: Pantothenyl Alcohol 0.2 mg 


(equivalent to 0.212 mg. Pantothenic Acid) 
Alcohol 15%, 


nutritional facfors known 


of nervous metabolism. 





‘Beplete’ 


Trade Mark 


John Wyeth & Brother Ltd., Clifton House, Euston Road, London, N.W.\. (ie th 
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Bloodless 


revolution 


N 


The introduction of ‘Dextraven’ has made \ 





available for the first time a dextran solution \ 
with controlled optimal molecular content 
which has been referred to as ‘ narrow fraction 
dextran.’ It produces rapid elevation and pro 
longed maintenance of blood volume and 
normally ensures that over 50°, of the dextran 
administered remains in the circulation after 24 
hours — a longer period than has been possible with 
any previous blood volume restorer. 

*“Dextraven’ is the preparation of choice for the 
restoration of blood volume. The British Encyclo- 
pedia of Medical Practice (Medical Progress, 
1952) states “There is little doubt that the 


narrow fraction dextran will revolutionise 





supportive therapy, and may be regarded as 
one of the major advances of the year.” — 


TRULY A BLOODLESS REVOLUTION 





DEXtLaAVEN secu. 


Developed by research at 


Benger Laboratories 


BENGER LABORATORIES LIMITED, HOLMES CHAPEL, CHESHIRE, ENGLAND 
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Thank you, doctor! 














Curalgicin for the 


FReve Meee 





relief of pain in acute otitis media 


\ —particularly in children 








In acute eor infections, few drugs are decongest, promote drainage and reduce 
effective owing to their inability to reach the discharge, this difficulty is overcome. 
site of infection. By selecting an antibac- Auralgicin ear drops were designed for this 
terial substance with a wide spectrum of purpose—they have proved particularly 


activity and combining it with ogents which effective. 


BENGER LABORATORIES LIMITED * HOLMES CHAPEL CHESHIRE * ENGLAND 
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HORMONES OR 
SALICYLATES ? 


. ‘ 
Rheumatic Fever 
Some observations on 


A.C.T.H., CORTISONE and 
SALICYLATE THERAPY 


(British Medica purnal,' 952.232.5862) 


he 1951 we published and distributed amongst the Medical 
Profession a booklet ertitled * The Similarity in the Mode 
of Action of Salicylates and Cortisone in the Treatment of 
Rheumatism’. 

It is interesting to note the report of the treatment of Rheumatic 
Fever published in the British Medical Journal (1952, 2, 582) 
which provided evidence that salicylates (in the form of Berex) 
act in a similar manner to A.C.T.H. An abstract of this report 
is now available in booklet form on request. 


SUCCINATE-SALICYLATE THERAPY 


BEREX 
4 Aa | for the relief of symptoms associated 


with all rheumatic disorders. 


REOD. TRADE MARE 


FORMULA Each tablet cont : y ‘ 17 er 


BEREX PHARMACEUTICAL CO., MEDICAL DEPARTMENT, 109 JERMYN STREET, LONDON, S.W.! 
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titi‘ 


modern 


treatment of 
varicose conditions 


Modern technique embraces ligature, injection 


and firm compression bandaging 


Suitable compression bandages are: 


Elastoplast Elastocrepe 
Elastolex Elastoweb 
Diachylon / Elastocrepe 
Viscopaste Ichthopaste 
Coltapaste 


(Ple ntiful supplie s of all these bandage s are now available) 


Products of T. 3. SMITH & NEPHEW LTD., NEPTUNE ST., HULL 


ee NN 
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Dep nidlabhle conception coutrol 


re. “3 
We eM = = 


vaGrimar 





gies eee ow: of 





eo | 
without a diaphragm 


well tolerated Buffered at pH. 4.5 for optimal tolerance 


effective initial clinical studies (U.S.A.) involving thousands of patients 
record 97.9".,', 98.2”. 2, 98.6.) effective contraception 


acceptable Elegant, odourless, low lubricating properties, does not * leai 


simple Used without a diaphragm, simply apply by mea 
of the Ortho vaginal applicator 


p-Diisobuty phenoxypolyethoxyethano!l and ricinolerc acid 

nm a synthetic base buffered at pH. 4.5 

3 oz. tubes with or without applicator On initial 
prescriptions specify “ Preceptin Vaginal Gel with applicator 


a 


Where the diaphragm method is the preferred prescription 


ORTHO-GYNOL vagina! jelly ORTHO-GYNOL SETS 
or ORTHO-CREME vagina Ortho-Gynol with Ortho Dia 
ream Proven instantly phragm and Ortho Diaphragr 
spermicidal, ideally suitable for ntroducer in single convenient 
use with rubber appliances unit 
ORTHO De Luxe KITS: ful ORTHO-CREME SETS: Ortho 
size Ortho-Gynol and teria Creme with Ortho Diaphragn 
size Orcho-Creme, with Ortho und Ortho Diaphragm Intro 
Diaphragn and the Ortho ducer in single convement unit 
Diaphragm Introducer in per 
manent washable plastic zipper LITERATURE 
purse 
ORTHO DIAPHRAGMS : Pre 

is1ion made ight, durable 
ensuring comfort and accuracy 
of fit 











Influenza Peak 





The Influenza’ deaths 
graph follows a consistent 


pattern ; 


maintaming 
low but 


a 

steady level for 

nearly nine months of the 

year. Between December and February the graph rises 

sharply ... in an epidemic year into hundreds of deaths 
a week, 


The busy doctor. whether he is overburdened with the 


demands of an epidemic or is simply faced with a seasonal 


increase in “flu cases, naturally looks for an analgesic and 
sedative with proved antipyretic effect. 
Veganin", 


containing | 6th of a grain of codeine 
phosphate together with acetylsalicylic acid and phen- 


acetin, has long been accepted as the analgesic, sedative 
and antipyretic of choice. 


Its disintegration rate of 10 
seconds ensures rapid action, 


VEGANIN 





HAS NEVER BEEN ADVERTISED 


TO THE PUBLIC 
William A. WARNER and C..%a Power Road, London 2! 4. 























... from 
first aid 

to 

skin grafting 


a 
Aa. 
Au ‘ 


SOLuUALt . 
. one (98 


- 


‘Furacin’ Soluble Dressing and Solution possess the 
following important advantages: 1, They are active 
against a wide range of both gram-negative and gram-positive organisms 
2. Bacterial drug-resistance to them has not been reported 3. Their use does 
not delay healing. 4, They do not interfere with the ‘ take’ of skin-grafts 
In the exposure treatment of burns, ‘ Furacin’ Solution may be sprayed 


on to the lesion, forming a transparent antibacterial film 


FUHALIN 


SOLUBLE DRESSING AND SOLUTION 


rofura 


A new antibacterial specifically for topical application 





MENLEY & JAMES, LIMITED, 
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FOR CONVENIENCE, SIMPLICITY & EFFIGIENCY 
IN PARENTERAL PENIGILLIN THERAPY 


An important advance in Penicillin administration, ‘Viules’ are the only 
single-dose disposable cartridges of Procaine Penicillin available in 
Great Britain. 

Each ‘Viule’ contains 600,000 I.U. of Procaine Penicillin G Oily 
Injection —in most patients this single dose produces a therapeutically 
satisfactory blood concentration of penicillin for 48 hours. ‘Viules’ contain- 
ing 300,000 or 900,000 I.U’. of Procaine Penicillin G are also available 


there is a comprehensive range of other injections available in 
‘Viule’ form ; please write for full details to the Medical Department, 
Boots Pure Drug Co. Ltd., Nottingham, England. 
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In simple arith Mette vy v0. 


equations are correct. of course But when applied to the eflect 
of sulphonamide mixtures. the answers are unpredictable without 
recourse to the laborators 


Phe adequacy, of a given concentration of a salpelecreanncle 


meting alone mas be mnpairres ’ viding another 


bor routine sulphonamide therapy Sulphamezathine used 
alone. has become the first chotes After ten vear~ of woe pre ad 
use. it has net been improved upon for combined — etherenes 


and <atety 
! 


“Sulph 


d torther of ! ' sthiabele 1 


amezathine’ 


Trade Mark 


SAFE « POTENT ¢« RELIABLE 


IMPERIAL CHEMICAL (PHARMACEUTICALS) LIMITED 


f Imperval OF Frode st ! W ilesslow. Manchester 
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Outward signs 


present-day 


CaAIVE ' 


dose ol 


Amytal’ can be relied 


ol tlertness 
ddministration 


ol 


In neurotics the rath 
preferred 


iS most 


AMVTAL 


AMY LOBARBITONI 


Lilt 


TRar ae Y 


AND 


TRAI" 
MARA 


ELI LILLY 


practice, 


Treatment 


COMPANY 


TENSION... 


of nervous stress are frequently encountered in 


and the value of symptomatic treatment with a 


barbiturate is now accepted Amytal” and *Sodium 


upon to relieve nervous tension without untability 


In nervous dyspepsia, gastric ulcer, etc the 


Tablets * Amytal’ t.d.s. is usually satsstactor 


er deeper action of the sodium salt is 


generally 


vith * Pulvules’ * Sodium Amytal’ gr. 1 t.d.s. 


beneficial! mm depressive and anxiety states 


« 


‘SODIUM 
AMYTAL 


TRAIN 
MARA 





SODIUM AMYLOBARBITONI 


LIMITED BASINGSTOKI HANIS 
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‘‘Flow’s my technique, doctor?” 








How gratifying to the doctor to know that his new diabetic patient has 
mastered the self-injection technique alter a minimum of instruction 
How reassuring indeed to the parents of a newly-diagnosed diabetic child 
Doctors are agreed on the wisdom of providing the diabetic with every 
facility to enable him to perfect his injection technique in the shortest 
possible time. That is why the new Insulin Injection Technique pocket 
card,* issued free to doctors and hospitals by the makers of Insulin A.B., 
is proving such a valuable factor in the education of the diabetic patient 
and in establishing his complete confidence at the outset of his insulin 
life. Supplies of the pocket-card are available to the profession for tssuc 


to diabetic patients, on request from the joint manutacturers of 


Tansubiicn A Be 1%, i 


the world for its quality 
and performance 
» * The new A.B. Inject Techniqu 
: pocket-card includes recommenda 
trons in imple language On injec 
thom technique, alternative site for 
injection, care of the syringe 
of msulir etc 


Manuf rer 
ALLEN & HANBURYS LTD + THE BRITISH DRUG HOUSES LTD 


LONDON 
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when pain relief 
is imperative 











For postoperative pain; for chronic intractable pain as in 
the terminal stages of inoperable neoplasms; in fracture 
dislocations and other injuries ‘Dromoran’ Roche | 


effective by mouth or by injection 


PACKINGS: Tablets 1.§ mg. in packings of 20 and 20 
Ampoules 2 mg. in boxes of 6 and so 


‘Dromoramn’ methorphinan 


ROCHE PRODUCTS LIMITED 
Welwyn Garden City, Herts 
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The onset of menstruation at puberty 
may be marked by considerable irregu- 
larity in flow. Menorrhagia either with 
or without dysmenorrhea may be most 
troublesome. In these cases, the ex- 
cessive bleeding is as a rule purely 
functional in character, and an organic 
lesion may be conspicuously absent. 
Later in life, too, excessive functional 
bleeding may manifest itself. 
AMFAC GLANULES have been 
demonstrated to be exceedingly effective 
in checking such functional hemor- 
rhage, and very significantly appear to 


be quite free from side effects. They are 


available in soft gelatin § capsules 
glanules) in bottles of 25, 50 and 100. 
The usual dosage is two or three 
glanules three times daily. In very 
severe cases, the patient may be confined 
to bed during the bleeding and dosages 
as high as 8 glanules t.i.d. given. The 
most advantageous time for starting 
therapy, however, is about two wecks 
prior to the expected onset of men- 


Struation. 


Have confidence in the preparation you prescribe—Specify ARMOUR 


Write for sample and descriptive brochure to: 


Telephone 
CLERKENWELL 


901 | THE ARMOUR LABORATORIES 


Telegrams 
ARMOSATA-PHONE 
LONDON 


(ARMOUR & COMPANY LTD.) 
LINDSEY STREET, LONDON, E.C.1I 
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as useful 
and as co-ordinated 
as the fingers 


on your hand 


sulphamerazine 
sulphadiazine 
sulphacetamide 


potassium penicillin G 


PENTRE «TABLETS 


Triple sulphonamide with penicillin 


Each 0.5 G. tablet contains: 
Sulphamerazine 0.1 G. 
Sulphadiazine 0.2 G. 

e ae and synergistic antibacterial effect 
Sulphacetamide 0.2 G. —— . ' effec 
Potassium Penicillin G 100,000 units 


(100,000 units) for simplified dosage 


Supplied in bottles of 12 tablets and 60 tablets. 
Literature gladly sent on request. © « Pensvesgmide’  @ Rapiewed Toads Mart 


SHARP & DOHME LTD., HODDESDON, HERTS Bore 
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Graph showing the 
buffering action of 
*Aluphos’ compared with 
other common antacids 
assuming that the 
equivalent of 100 ml. 
N/10 acid are present. 





{In the PEPTIC ULCER PATIENT 
where hyperacidity must be controlled, 
Clluphos provides effective pain relief 


but canpot ptoduce und tebound 





uphos (ALUMINIUM PHOSPHATE GEL) 
“ the naw, non-constipating antacid 
Benger Laboratories 


BENCER LABORATORIES LIMITED HOLMES CHAPEL CHESHIRE ENGLAND 
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PULMONARY 


RESPIRATORY CENTRE 
FAILURE eS de0.,,, 
ee “eo, OEDEMA 
° and 
BRONCHOSPASM 


. 
one 
S 
S 
> 


. 


v 


CARDIAC s 
FAILURE : 
nel) rt, 


Versatility 


in controlling the various 


complications of Heart Failure 


Benger Laboratories | 
formation regaftding the clinical 


Detailed infe 
{ Cordophylin is available 





opt c 
on request 


Cardophylin :: 


distributed by Benger Loboratories Limited 
for the manufacturers — WHIFFEN & SONS LTD. 
* CHESHIRE 


HOLMES CHAPEL 


ENGLAND 


BENGER LABORATORIES LIMITED 
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A versatile 





Enuresis 

Behaviour Disorders of Children 
Narcolepsy 

Psychopathic States 

Depressive States 

Alcoholism 

Post-encephalitic Parkinsonism 


Dysmenorrhoea 


The continued and widespread use of 
Benzedrine ’ Tablets for a variety of 
disorders is evidence of their therapeu 
ti etheacs When stimulation of the 
entral nervous svstem it required 


mn numerous conditions wt cans le 





sccomplished with ease and safety by 
Benzedrin Lablet- They have 
rightly earned the deserption a 
versatile remedy 


Literature ts available on request 
MENLEY & JAMES, LIMITED, Coldharbour Lane, London, 5.£.5 


FOR SMITH KLINE & FRENCH NTERNATIONAL CO OWNER C . MARK PENZEORINE 


wrPA2 
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In Allergic Conditions 


CALCIUM-SANDOZ 


is a useful alternative to treatment with 
antihistamine drugs. Furthermore, the parenteral 
and oral administration of Calcium-Sandoz com- 
bined with antihistaminies has been reported to 
elicit good results in cases where the use of one of 
those drugs proved to be of no avail. (Int. Arch 


Mileray, N.Y., 1952, 3, 67.) 


Urticaria (acute and chronic) 
Drug eruptions 

Hay-fever 

Bronchial asthma 


Post-transfasion reactions 


Literature and samples available on request 


/ 


Z ‘ 
SANDOZ 


SANDOZ PRODUCTS LIMITED 


134, Wigmore Street, London, W 1. 
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The problem of 
PRURITUS 


The General Practitioner is often confronted with a 
patient, having a generalised pruritus or one localised to 
anal or vulval areas, for whom the elimination of the 
more easily recognisable underlying causes brings no 
relief. Sedation, soothing baths and a safe, soothing 


cream that can be used for a long period, are indicated 


frequent inunctions of 


ie 


Prurex 


help enormously. This new cream contains synthetic 
tar and other safe and effective antipruritics in a cooling 
and soothing base. Write for literature and samples to 
the Medical Department, 


GENATOSAN LTD 


Loughborough, Leicestershire 
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A POTENT STARCH-DIGESTING ENZYME 


TAKA-DIASTASE, a potent starch-digesting enzyme, is capable of liquefying 
300 times its own weight of cooked starch in conditions found in the normal 
stomach. As a digestive agent, both in itself or related to insoluble carbonates 
and aromatics for correcting hyperacidity, it is unsurpassed for the treatment of 
gastric discomfort. 
TAKA-DIASTASE SEDATIVE 
ELIXIR (No. 198). A combina 
tion of Taka-Diastase, bismuth and 


nux vomica for dyspepsia accom 
panied by nausea or pain 


In bottles of 4, 16 and 80 fluid 


, } - | c ) , : ounces : 
| A } t ‘Vy ) | A TAKAZYMA. Taka-Diastase, with 
{ ’ + s ‘ J sub-carbonates. Gives 3-fold re- 


lief—for (1) hyperacidity, (2) 


Starch-digesting enzyme undigested starch, (3) irritation of 


gastric mucosa 


Powder in jars of 2 ozs., tins of \ lb 
Lozenges in bottles of W or 100. 


e . 
‘[p): Parke, Davis & COMPANY, LIMITED, Inc. U.S.A., HOUNSLOW, MIDDLESEX 


Telephone: Hounslow 236 
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Leadership 


When climbing mountains the leader is the most ! 
vital factor in the expedition. Where he leads, — 


others follow—he knows the pitfalls and the 


footholds. Similarly in industry. The ‘leader’ P 


in a particular field acts on his own initiative 
and the others follow 

Leading Paediatricians have advised 
Cow & Gate Food for fourteen Royal Babies— 
only the best was good enough for them and 
only the best is good enough for your youngest 
patients. 

Cow & Gate have been making Infant Milk 
Foods for more than fifty years. 

Children fed on Cow & Gate are our best 
advertisement. 


Ms, 
RN 
a 


¢, 


COWéGATE MILK FOODS 





Guildford, Surrey 
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IMPROVED PRESENTATION 


1057 


i, 


HARV EY 


IRON DEFICIENCY ANAEMIAS vastric irritation Phe addition 
ferrous sulphate is’ universalh Folic Acid stimulates production 


I 


accepted as the most eflicient com- erythrocyte 
pound for oral administration The increases appetit 
improved method of presentation in the action of th 

* Plastules © ensures maximum absorp- Plastules > are a 
tion and utilisation The tasteless eties: Plain: with I 
easv-to-swallow capsules rapidly clis- Folic Acid: and with Hoy Stomac! 
integrate and the ferrous sulphate 


‘PLASTULES’ 


absorbed, with avoidance of HAMATINIC COMPOL 


in a semi-solid condition is quickly 


i 


Wyeth | 


JOHN WYETH & BROTHER LTD CLIFTON HOLS! 
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ABLI 


IS 


407 


BK 


(114ml), & 


ttles of 50 and 


Bottles (witl 


Easily assimilable 


IRON 


CROOKES NEO-FERRUM is a stable colloidal 
ferric hydroxide with traces of copper and man- 
ganese 1 teaspoonful contains the equivalent of 
%) grains of iron and ammonium citrate. 1 tablet 
contains the equivalent of 15 grains of iron and 
ammonium citrate. 1 drop from the Infant's Pack 
(j] minim) contains the equivalent of § grain of iron 


and ammonium citrate 


CROOKES NEO-FERRUM (liquid or tablets) 
extremely pleasant to the taste and is tolerated by 
patients who previously have been unable to 


tolerate other iron preparations 


CROOKES NEO-FERRUM (Infants) ts readily 
miscible with the infant's feeds and the Infant's 
Pack makes its administration a very simple 
procedure The extremely low ineidence of 
gastro-intestinal disturbances is of great im 


portance in this respect 


und full literature on request 


pipette) 
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The surest — the safest 
FOR 


Nasal Decongestion 


Only *‘Neophryn’ combines powertul action— (equal | to 3°,, ephedrine)—with 


low toxicity 
In animals and in man ‘Neophryn’ ts the least toxic Common vaso-constrictor 

drug. It will effectively relieve nasal congestion without producing tachycardia 

‘Neophry 


central nervous stimulation, or secondary congestion. Because 


safe it is very suitable for infants and children 


is intended solely as a decongestant and for this reason has 


‘Neophryn’ 
antiseptic or other medicament added to it 


New n° nasal droy 
hottles of Sm. wit 


Neophryn l oO 
specialist practice 
4 OUNCES 


Trade Mark 


NASAL DROPS 


Manufactured 


PRODUCTS LTD., AFRICA HOUSE, KINGSWAY, LONDON, W.C.2 


A ciated export company Winthrop Products 
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A new combination 


CODIS 


soluble aspirin with 


codeine phosphate and phenacetin 





‘ad 





Codis presents a familiar grouping of analgesic drugs; aspirin, 


phenacetin, codeine phosphate ; with an important advantage 


The * aspirin’? in Codis is rendered soluble, as in * Solprin 
Placed, uncrushed, m water, a Codis tablet disperses im 4 

matter of seconds to form a solution of calcium aspirin and 

coden c phosphate with finely suspended phen iceun. | he chance 


of irritation of the gastric mucosa by undissolved particles of 


aspirin is thus minimised. 

Codis is recommended for all those conditions for wh:ch 
lab. Codein. Co. B.P. would be prescribed. It has the added 
advantages of greater ease of administration and far less likelihood 
of aspirin intolerance, while the rapid absorption of the solubl 
aspirin promotes prompt relief 

COMPOSITION 


Fach Codis tablet contains dud. Acetyl 
alicyl. B.P. 4 ors., Phenacet. B.P. 4 grs. 
Pp ) 4 f 1 £ 
go* a = Codein Phosph. B.P.0.125@r5., ¢ ale. Carb 
% B.P. 1.2 g leid. Cit. B.P. (Exsi 
0.4 gr / Xap ad. 1 J ’ 


Codis is not ad ertised tothe publi 


a. 4 


“yy, . \ > _ : ; 
€ ano pue™ 7 Packs of 20 tablets 2/a 


XECKITI & COLMAN LTD HULI HULI!I 
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When 
relief of 
Hypertensive 
Symptoms 
... presents INCREASING DIFFICULTIES 


The headache, vertigo, dyspnoea and Veriloid Intramuscular Solution is 
malaise associated with severe hyperten- _ indicated in hypertensive states accom- 
sion can be promptly controlled or panying cerebral vascular disease, 
greatly mitigated by Veriloid Intramus- malignant hypertension, hypertensive 
cular Solution. This intramuscularly crises (encephalopathy), toxaemia of 
administered hypotensive agent pro- pregnancy,eclampsiaand pre-eclampsia. 
duces a prompt, sustained and significant Veriloid Intramuscular Solution 
reduct on in blood-pressure, and reduces blood-pressure by a _ central 
provides welcome relief from the action independent of ganglionic 
distressing subjective symptoms. function, and has no direct relaxing 
A single injection of Veriloid Intra- action on the blood vessels It 
muscu'ar Solution !owers the blood- contains the equivalent of 1 mg. per 
pressure for 3 to 6 hours. In many cc. of the standardized alkaloids of 
instances symptomatic relief persists Veratrum viride assayed for potency 
for considerably longer periods. By in dogs. 
repeated injections, the arterial tension Veriloid Intramuscular Solution is 
may be depressed for many hours or supplied in boxes of 6 ampoules of 
even days. Thereafter, oral medication 2cc. Detailed information will gladly 
with Veriloid tablets may be employed. _ be sent on request 


VERILOID 


INTRAMUSCULAR SOLUTION 


CMMMMCE@q]T@@qq@qWV@@@@~TV@qMMMMMeodea. 
"S tus tak al 
RIKER LABORATORIES LUToD. 


29, KIRKEWHITE STREET, NOTTINGHAM. 
VMeCX:—~WCMCCE=/UWZ=—=J@X:/@@q@qeq@qMeE@ MMos 








The 
The overworked patient is familiar to 
Chroni cally every doctor. He cannot concentrate 


in his office, yet his sleep is disturbed 
Overworked by the intrusion of business worries 


He suffers from morning depression, 
and vague gastro-intestinal 


Symptoms appeal! 


IN THESE CIRCUMSTANCES, A COURSE OF ‘ NEURO PHOSPHATES’ WILL PROVE 


BENEFICIAL BY RESTORING BODILY AND MENTAL VIGOUR 


‘Neuro Phosphates’? ¢<sxay» 


Prescribed so widely because it works so well 


MENLEY & JAMES, LIMITED, COLDHARBOUR LANE, LONDON,S.E.5 


Te | { ‘ }; } 
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Ovaltine 
in antenatal and postnatal care 


THE INCREASED NUTRITIONAL DEMANDS arising during the latter half 
of pregnancy and the ensuing period of lactation, call for a general fortification 
of the patient’s dict 


, 


* Ovaltine’ is eminently suitable as an aid in meeting this need 
because it provides concentrated nourishment in a palatable and easily 


assimilated form. It is acceptable to the most capricious appetite, 
such as often occurs in pregnancy. 


*Ovaltine” possesses galactogogue properties. It also aids 
in maintaining the strength and general well-being of the nursing mother 


The high quality of its natural ingredients — malt, milk, cocoa, 
soya and eggs — its content of added vitamins, and the strictly hygienic 
conditions of its manufacture combine to provide a first-class 
nutritional product which has long enjoyed the approval of obstetricians. 


Vitamin Standardization 
per oz.—Vitamin B,, 0.3 mg. ; 
Vitamin D, 350 i.u. ; Niacin, 2 mg 


A. WANDER LIMITED, 42 Upper Grosvenor Street, Grosvenor Square, London W.1. 





Manufactory, Farms and ‘ Ovaltine’ Research Laboratories : King's Langley, Herts 
M.379 
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Aminacyl 


wide-range 


choice Ca & Na PAS 


of administrative [ eiute 


Every recognized and commonly 


used means of PAS administration 
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that ‘allergy’ is not included in the 1933 edition of the ‘Shorter Oxtord 
English: Dictionary’. At the present day twenty years later 
The there is probably no word in medical nomenclature which 
Symposium is bandied about more widely by the lay public. For this the 
public cannot be altogether blamed as we in the medical 
profession are still somewhat vague in our own use of the word. For instance, 
the current edition of ‘Stedman’s Medical Dictionary’ gives as one de- 
finition: “lhe branch of medicine which deals with all specific acquired or 
inherited alterations in capacity to react’. The practitioner therefore ts 
placed in a double quandary. His patients claims to be ‘allergic’ and de- 
mand treatment accordingly, whilst the experts tend to define the condition 
so widely that it becomes almost contemporaneous with the whole of 
medicine. Fortunately, the position has been clarified considerably during 
the last two decades, largely as a result of a caretully defined scientific 
approach to the subject by laboratory workers in the United States of 
America and in this country. There is still much to be learned before the 
subject can be placed on a completely rational basis, but diagnosis and 
treatment can now be planned along reasonably sound lines. In the sym- 
posium this month we have aimed at providing our readers with an authorita- 
tive review of the present practical applications of current knowledge, 
including the present status of desensitization, cortisone and ACTH, and 
the antihistamine drugs in the treatment of allergic conditions. ‘hese 
aspects of the subject, together with the diagnostic problems of the use of 
skin tests, the role of upper respiratory infections, and the recognition of 
drug sensitization, which are also dealt with, should be read against the 
background provided by Dr. F. M. Rackemann, of Boston, in his opening 
article on ‘the modern concept of allergy’. 


Ir is just four years since the compound E story ‘broke’. In the intervening 


period more false hopes have probably been raised in that vast and pathetic 


army of patients with rheumatoid arthritis than have ever been 

Cortisone raised by any other therapeutic discovery. In spite of an on- 
and slaught on the problem that has involved some of the most 
ACTH brilliant chemists, physiologists and clinicians in the world, we 
are still amazingly ignorant as to the precise modus operandi of 

this vital product of the suprarenal cortex. Inevitably, where knowledge is 
lacking, the more volatile among the clinicians have fluctuated violently in 
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their assessment of the value of the drug in the field of therapy. In an 
editorial in a recent issue of the Journal of Clinical Endocrinology and 
Metabolism (1953, 13, 120) Dr. L. W. Kinsell provides an assessment of the 
present status of cortisone and ACTH that will be generally accepted as 
summing up the present position in an objective and expert manner. On the 
asset side are two factors. In the first place, ‘an impressive number of in- 
dividuals are alive and essentially well, who without ACTH and or cortisone 
almost certainly long since would have died’. ‘These include patients with 


pemphigus, dermatomyositis and lupus erythematosus. Secondly, ‘since the 


advent of ACTH and cortisone, many patients with chronic disabling 
diseases who had previously been completely unable to pursue a gainful 
occupation, have become self-supporting, contributing members of society’ ; 
these include particularly patients with rheumatoid arthritis. On the debit 
side are the ‘side-effects’, e.g., the development of one or more of the 
features of Cushing’s syndrome, and the occasional occurrence of psychoses 
and perforation of a peptic ulcer. Dr Kinsell, however, believes that many of 
these untoward effects can be avoided by ‘anti- AC’TH-cortisone measures’ 
such as diets high in protein (especially nucleoprotein) and potassium, low in 
sodium and carbohydrate, adequate in calories and essential vitamins, as 
well as the use of anabolic steroids such as testosterone and astrogens. He 
sums up the position as follows: ‘If one surveys the subject soberly, it is 
apparent that AC'TH and cortisone have a most important, place in clinical 
medicine; that their use involves a significant amount of hazard; that, with 
the knowledge at present available, many of these hazards can be avoided; 
and that a vast amount of work remains to be performed in terms of clinical 


and laboratory evaluation’. 


‘Tue recently issued progress report of the Social and Preventive Medicine 
Committee of the Royal College of Physicians of London brings to the fore 
the vexed problem of what precisely is meant by ‘social 
Social medicine’ and what is its position in the medical curriculum. 
Medicine In itsoriginal report, in 1943, this Committee defined social medi- 
cine as being ‘concerned with the social environment and with 
heredity in so far as they affect health and well being’. Preventive medicine, 
on the other hand, was described as comprising ‘the design and direction 
of measures for the preservation of health and the prevention of disease’. 
Both these definitions are satisfactory, so far as they go, and there will be 
general agreement that the old-fashioned course of Public Health required 
considerable amendment to bring it into line with modern conditions. 
Clearly much less time had to be spent on the inculcation of medical students 
with the duties of sanitary inspectors, and much more on instruction in the 
important features of preventive medicine, such as child welfare 
clinics and all the other facilities now available for the maintenance of 
healthy living conditions and for the care of the sick, whether the very young 
or the very old, the pregnant mother, or the mentally unstable. 
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If the social medicine enthusiasts were to be satisfied with this, all would 
be well, but many of them are obviously out for more power and a larger 
proportion of the time of the harassed medical student. ‘This is well brought 
out in the comments of the progress report of the Royal College of Physicians, 
dealing with the position in London medical schools: ‘generally speaking the 
consolidation of social medicine as a subject in the curriculum in London 
lags behind the best provincial arrangements. Even assuming that with the 
assistance of almoners and social workers the clinician is able to deal 
adequately with the aspects of social medicine which have been called 


“social therapeutics’, there are still big areas of social medicine which do not 


appear to be adequately represented in the curriculum’. It is reported that 


‘the general policy in the London schools is stated to be the integration of 
social aspects of sickness with clinical subjects and pathology’, and one 
London Dean is quoted as saying that ‘social medicine cannot and should 
not be taught to the undergraduate student as a special subject’. We would 
suggest that this is the rational and sound approach to the problem. ‘To 
isolate ‘social medicine’ is illogical. It is an essential constituent of clinical 
medicine, as sound clinicians have recognized for many generations. ‘The 
only effective way of impressing the medical student with the importance of 
heredity, social background, and the like, is to include these in the teaching 
of clinical medicine. Obviously such teaching must undergo modification, 
and an excellent development is that in Edinburgh where senior students 
receive instruction in the work of general practice and have personal ex- 
perience in this type of work. This is ‘social medicine’ as it should be 
taught— an integral vital part ot the practice of medicine—not a subject for 
discussion and consideration in the lecture rooms of non-clinicians. 


Tue eighth British Pharmacopaia*, which becomes official on September 1, 
1953, has now been published. While still maintaining the high standard of 
its predecessors, it has kept in step with contemporary advances 

The more satisfactorily than any of its predecessors. ‘The outstanding 
New change is the abandonment of Latin in the main titles of the mono- 
B.P. graphs, and its replacement by English. ‘l'radition and reverence for 
the past have not completely lost the day, however, and the Latin 
equivalent is usually given as a subsidiary title in monographs retained from 
the 1948 edition. ‘I'wo groups of preparations of medicaments in dosage form 
appear for the first time—capsules and implants. The former include cap 
sules of carbon tetrachloride, chloramphenicol, extract of male fern, halibut- 
liver oil, and tetrachlorethylene, whilst there are two implants—-deoxy- 
cortone acetate, and testosterone. Another innovation is that sugar-coating 
of certain official tablets is now recognized, e.g., tablets of exsiccated ferrous 
sulphate. Equally in keeping with the up-to-date approach of the new 
edition is the inclusion of a monograph on sterilized surgical catgut, in 


* Published for the General Medical Council by The Pharmaceutical Press, 17 
Bloomsbury Square, London, W.C.1. (Price 50s.) 
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which requirements are laid down for diameter and tensile strength, and the 
monographs on biological products now include one on B.C.G. 

A glance through the list of new monographs provides convincing evidence 
of the determined effort which has been made to keep in line with current 
advances, even though some practitioners may have difficulty in recognizing 
the preparations under their official names. Among these new monographs 
are to be found aureomycin, cyanocobalamin, decamethonium iodide, 
dimethyl phthalate, ethyl biscoumacetate, folic acid, phenadoxone hydro- 
chloride, methadone, methoin, and troxidone. ‘The deletions include 
casualties from among both the old and the new. Among old friends with 
which many of the older generation will part reluctantly are acriflavine, 
balsam of Peru, liquid extract of ergot, black draught and pill of aloes, not 
to mention myrrh and oxymel of squill. Among the newer preparations to 
be discarded are dicoumarol, liquid extract of liver, hexeestrol and thiouracil. 
No tears will be shed over the passing of amidopyrine. ‘This new edition 
of the Pharmacopata ensures that what is now a national institution main- 
tains its unrivalled position as the physician’s and pharmacist’s infallible 
guide to the intricacies of drugs their origins, preparation and dosage. 


Iv would appear as if television might need to be added to the list of causes 
of stiff neck. Last summer an American physician reported a ‘clinical syn- 
drome in persons who, in watching television programs, 
Television maintain strained postures of the head and neck, often for 
Torticollis prolonged periods’ (Jour. Amer. med. Ass., 1952, 149, 1332). 
‘The syndrome is characterized by ‘measurable increased 
limitation in ranges of neck movement and pain or discomfort in the posterior 
nuchal region (with or without radiation of pain or discomfort into the 
shoulders, upper back or occiput)’. ‘The condition has been so completely 
worked out that it has already been noted that when it occurs ‘in both 
husband and wife and each has a favorite chair and position for viewing 
television, the limitation in movement and the discomfort occur mainly on 
one side in the husband and on the other side in the wife’. Unilateral in- 
volvement of the musculature of the neck has also been noted when several 
persons view the same screen. “The remedy’, according to this American 
observer, ‘apart from not viewing television, is to raise the television set so 
that the screen can be comfortably viewed by each person without assump- 
tion of this awkward sustained posture’. 

‘lhe rapidly increasing extent to which television is being adopted by 
British citizens may well produce a crop of such cases of television torti- 
collis, or stiff neck, and practitioners should therefore bear the possibility in 
mind. Of even more importance would be the instruction of the public into how 
toavoid this twentieth-century minor malady —by ensuring that the television 


set is so placed that the entire family can view the screen without nuchal con- 


tortions. Science may bring us many advances, but apparently few advances 
can be achieved without bringing in their trail some additional hazards. 





THE MODERN CONCEPT OF ALLERGY 
By FRANCIS M. RACKEMANN, M.D. 
Board of Consultation, Massachusetts General Hospital, Boston, Massachusetts 


ALLERGY is a reaction: it develops only in those individuals who have a 
capacity to develop sensitiveness, and it occurs only when the individual 
comes in contact with the particular foreign substance to which he is 
sensitized. ‘he substances are of many kinds, occurring in dusts or food or 
drugs, and most of them are quite harmless for normal persons. 

Some years ago, I used the simile of a loaded gun (Rackemann, 1931): the 
patient bore a charge which was quite unnoticed until one or other of a 
wide variety of trigger mechanisms set it off. ‘The question then was why 
was the patient ‘loaded’: why was he different from his non-sensitive 
fellows, and how did he get that way? The question is fundamental. ‘The 
answer is of crucial importance for, so far at least, investigation and treat- 
ment have been concerned only with the trigger that fires the gun: with 
those immediate mechanisms that give rise to the symptoms. Attention to 
the individual: to the nature of his ‘load’ or ‘charge’ and to the method ot 
dealing with this basic factor has been very small. 

Why do certain people have head colds more than others? Why does one 
horse produce diphtheria antitoxin much better than another horse? Why 
does the rabbit produce circulating antibodies easily whereas the guinea-pig 
produces them less well? And then, why can the guinea-pig be sensitized 
easily while the rat can be sensitized only with difficulty, if at all? What is 


the difference between the rat and the guinea-pig? Why are our allergic 


patients like guinea-pigs whereas normal persons are like rats? (some of 
them at least!). ‘These various problems must be related. ‘Resistance’ to 
disease, or ‘tolerance’ for pollens or animals, depends upon antibodies 

whether free and circulating or fixed to tissue cells—-but then, what mechan- 
ism regulates antibody production? How little is known about that, and yet 


how important it is! 


THE ALLERGIC INDIVIDUAL 

The person who acquires a clinical sensitiveness easily, and who develops 
symptoms, is said to be an ‘allergic individual’. In the typical case he begins 
life with eczema, dependent, perhaps, upon his sensitiveness to egg or cow's 
milk albumin, and then later in childhood comes a bad head cold and he 
wheezes. He is said to have ‘asthma’. Skin tests may show positive reactions 
to animal danders, or feathers, or kapok, and when later the cat is given 
away, or the bed is changed, then new colds are no longer accompanied by 
a wheeze. When the new infection lowers the threshold to make a slight 
degree of sensitiveness become effective, the term ‘asthmatic bronchitis’ 

with its two parts—becomes useful. After the age of fifteen the individual 
often becomes quite well, with no further evidence of his allergic state, and 
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then one day in the summer, at an age between twenty and torty, he sneezes 
persistently and is found to have ‘hav fever’. His allergic state, or tendency, 
is still there: it probably persists through life. Although there are no com 
plete data about this persistence, a recent follow up study of children with 
allergic asthma (Rackemann and Edwards, 1952) has taught us that the 
tendency can persist up to at least the age of forty | ollow-up studies must 
be of lony duration 

Our study has taught us that the basic lesion ts not the sensitiveness to 
foods or animals or pollens, but is more fundamental. ‘The substance to 
which sensitiveness 1s developed is selected by the chance of exposure 
Ilorse asthma used to be a fairly common disease; we do not see it now 
Occupational exposures are important: wheat flour causes asthma in some 
bakers. Other industrial dusts, like cotton, leather, orris, or rubber ‘ac- 
celerators’ can cause trouble at times. ‘The symptoms depend upon local 
tissue factors, including injuries or abnormalities which are not understood 
For example: why does ragweed pollen cause hay fever in most patients but 
asthma without any hay fever in a few, and then lesions of the skin in a still 
smaller group? ‘The important point is that in each case the exposure affects 
only those individuals who are allergic, who have ‘the capacity to develop 
sensitiveness to foreign substances’. 

Progress in understanding the allergic state is very slow. ‘That the capacity 
to develop sensitiveness is inherited is about all that is known about it. ‘The 
fact becomes important in litigation. ‘The man developed asthma at his work 
in a dusty atmosphere: is the company to blame for exposing him? or ts he 
an ‘allergic individual’ who had the capacity to react and was therefore much 
more likely than his fellows to develop trouble? His own make-up must bear 
a large portion of the responsibility. 

Michael Schwartz (1952) of Copenhagen has just written a book about the 
inheritance of allergy. He agrees that it concerns the background — the 
tendency to asthma and is not concerned with specific sensitization, ‘Vhis 
inheritance occurs in asthma of all kinds; in the older as well as in the 
younger cases. As Schwartz points out so well, different manifestations occur 
in different generations. ‘he factor inherited is a ‘tendency’ not a disease 

‘The symptoms of allergy are characteristic. In hay fever, asthma, urticaria, 
eczema, and perhaps also in migraine in the group which Coca called 
‘atopy: the symptoms depend upon spasm of smooth muscles, upon 
stimulation of glands, or upon leakage of fluid trom increased capillary pet 
meability. ‘They begin promptly within a few minutes after exposure. ‘The 


clinical pictures are so typical that one is tempted to limit the term ‘allergy’ 


as applying only to this group of disturbances. What about allergy to 


tuberculin and to other bacterial preparations, however? ‘hese occur only 
in those patients who have suffered from active disease, or in animals who 
have been treated with formed elements of the organism. ‘The symptoms 
here, both local and general, depend upon inflammation, with redness, 


swelling, heat, and tenderness. ‘The man, or the animal, is prepared for the 
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reaction: he has been sensitized, and in his original paper von Pirquet 
(1906) referred to the condition as ‘allergie’. We know that the asthma 
urticaria (atopic) group is mediated by antibodies, for they can be trans 
ferred from the patient to the normal person. Under very special conditions, 
the tuberculin reaction can also be transferred: it, too, is mediated by anti 
bodies of a sort. It may be proper to include reactions to bacteria although 
much less ‘typical’ under the head of allergy, but the connexion ts not 
entirely clear. Do patients in the asthma-urticaria group develop reactions 
to bacteria more easily or faster than do normal persons? ‘Theory says that 


they might, but no data are available 


DRUG LERGY 
Drug allergy is a topic of great importance in the clinic. Severe, sometimes 
serious, reactions to drugs may develop in any doctor's practice, especially 
when, in this modern day, new medicines with formula of increasing com 


plexity are devised and urged upon us with such enthusiasm. In addition to 


this practical aspect, the study of drug allergy gives rise to several points 


about allergy in general. Rich and his group (1942) have laid stress on the 
reactions to the su/phonamides. ‘Vhey are not uncommon. ‘They do not occur 
in all the patients who take sulphonamides, and the selection is ascribed to 
allergy; to the development of a sensitiveness to the drug. ‘The symptoms, 
however, are different from those in the hay fever group. Drug fever ts 
recognized as a symptom, collapse and prostration also occur, but less often 
In a few cases, the more typical symptoms in the skin, with urticaria of 
eczema, are observed. Periarteritis nodosa is found in the sulphonamide 
groups. 

Reactions to penicillin are not uncommon. ‘The common reaction to pent 
cillin is a ‘serum disease’, which begins ten to fourteen days after the first 
treatment and then lasts for varying intervals. ‘This type of reaction, so 
reminiscent of the days when horse serum was injected in large amounts, ts 
evidently the normal response of the normal non-sensitive individual. ‘The 
fact that the reaction to penicillin should persist as a chronic urticaria, oF 
even as an arthritis, for several weeks, or even several months after the 
treatment, suggests, by analogy with the horse serum cases, that antibodies 
to penicillin develop very slowly. ‘The serum disease cannot end until in 
theory — antibodies accumulate suthciently to break down and eliminate the 
antigen-penicillin. ‘his idea in turn suggests a reason why penicillin, which 
is used so freely by everybody, does not more often cause trouble. It 1 
fortunate that penicillin is not a good sensitizer. Incidentally, it must be 
recognized that, in those patients who have had a ‘serum-disease’ reaction 
further doses of penicillin given later may provoke a serious disturbance 
as has happened in the horse serum cases. Meanwhile, there are one or two 
reports of reactions to penicillin, quite severe, which came on immediately 
without obvious pre-treatment; thev could be alle rygic in the strict sense 


| 
\granulocytosis and thrombopent purpura re sult trom allergy to drug 
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In a few cases the leucocytes and the blood platelets may be involved in 
reactions called ‘allergic’. Certainly they do not occur every time. Peri- 
arteritis nodosa is another reaction pattern which is seen rarely; Rich (1942) 
was impressed by its occurrence after the sulphonamides. We see it in the 
clinic as a rare accompaniment of severe asthma. The finding has provided 
one more reason to investigate the vascular component in asthma: to see if 
changes in the capillaries and in the capillary blood flow may not be more 
important than was suspected. They could account for the increase in 
intrapulmonary blood pressures in asthma 

Other drugs, like aspirin, or the barbiturates, or phenolphthalein, or 
occasionally the saccharin which milady puts in her tea, have caused der- 
matitis of a special kind: local areas of redness and thickening, with small 
papules which break down to leave scales and crusts. Because new out 
breaks occur each time in the same local area of skin, the French call it 
‘reaction fixée’. Since none of these reactions occurs with regularity in every 
patient, and since they develop only in those who appear to be sensitive, 
they can be interpreted as a form of allergy. Whenever a drug appears to 
produce a reaction of its own particular kind, one has to consider that a 
certain chemical complex in the drug formula has had a specific effect 
Whenever, on the other hand, the same foreign substance causes different 
symptoms in different people, this shows that the tissues of the individual 
rather than the foreign substance the drug constitute the important 
factor. Egg white causes eczema in some children, but it causes asthma in 
others. Ragweed pollen causes hay fever, sometimes asthma, and then, 
rarely, it causes a contact dermatitis. Arsenic compounds produce ‘sen- 
sitivity-reactions’ in wide variety. It is quite evident that allergy plays a 
part in a number of symptom complexes. 


DISCUSSION 
Must it be said that all agranulocytosis or migraine or asthma depends upon 
allergy? Elsewhere I have said that ‘All is not allergy that wheezes’, and | 
could add, ‘that sneezes, or itches, or has headaches’. In one review of the 
subject, I drew a diagram to illustrate the theory that a variety of symptom 
complexes depended upon the release of histamine and that this release was 
brought about by at least four different mechanisms, of which the antigen 
antibody reaction of allergy was only the first (Rackemann, 1946). In- 
fections and drug action were the second and third, and then, fourthly, came 
the group of very practical, as well as theoretical, interest in which stress and 
strain, in the sense of Selye’s ‘alarm reaction’. ‘depletion’ I called it at 
the time--could precipitate the same symptoms. ‘The support for this idea 
came from the good results obtained when patients with asthma, and with 
eczema, urticaria, and migraine as well, were treated on this basis. The 


care of the patient became quite as important as the treatment of his 


symptoms. 
The fact that our patients had asthma — that the pattern of disease was 
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always fixed in each one: that none of our patients has had arthritis or peptic 
ulcer at the same time with their asthma—constitutes another reason to 
think that some fundamental change, some ‘allergic’ or ‘asthmatic’ state—a 
pattern of reaction which is inherited—lies at the bottom of their problems. 
ACTH and cortisone relieve the symptoms. ‘They have no effect on anti- 
bodies, but they do modify the inflammatory factor—the response of the 
tissue. ‘Their effect is ‘non-specific’. This effect is interesting, but, so far, 
it is not very helpful in discovering the background. What we need is a new 
idea about the whole business—we must learn to prevent the symptoms, of 
whatever kind they may be, by modifying the background. 

The problem of poison ivy throws another light. ‘The proportion of people 
sensitive to ivy is larger than the proportion sensitive to common allergens, 
like ragweed or cat dander. Does this imply a different ‘background’? Must 
a special background or basis be considered for asthma, another for migraine, 
another for agranulocytosis, and a still different one for poison ivy? It is 
important to note that in the hay-fever-asthma group the number of different 
manifestations which may develop in the same patient is not unlimited. ‘The 
fact is that clinical experience, as well as Schwartz's studies of inheritance, 
shows that the list is restricted toa few symptoms: hay fever, asthma, urticaria, 
and infantile eczema, sometimes called Besnier’s prurigo. Migraine is not 
included, neither is agranulocytosis or purpura, and patients with asthma 
are not more sensitive to ivy than are their non-asthmatic fellow citizens. 
If this is true, it indicates that the asthmatic state, or background, is quite 
special, and evidently it has two parts. One is the capacity to develop sen- 
sitiveness ; to set the stage for allergy. In some cases this allergy ts of primary 
importance. In others, however, when the asthma depends upon nothing 
more than emotional stress and strain, it is quite secondary; it may be 
absent. Incidentally, to draw a sharp line between ‘allergic individuals’ on 
the one hand and normal persons on the other is not possible or wise 

The other part of the background determines the reactiompattern the 


special physiological response which patients exhibit when excited by a wide 
variety of stimuli. For them, the reaction pattern to any stimulus is charac- 
teristic and specific, and it is restricted to only a few symptoms. ‘The reason 
why certain individuals react with asthma, whereas others under similar 


provocation have peptic ulcer, or migraine headaches, or perhaps an attack 
of arthritis, is the question which is of fundamental importance and which 


constitutes the real challenge. 
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Despite all the recent advances in the knowledge of allergy, it is true to say 
that, apart from the relatively small percentage of cases in which avoidance of 
contact with the specific allergen is a therapeutic practicability, desensitiza- 
tion still constitutes the main and most satisfactory armament in the treat- 
ment of recurrent and chronic allergic diseases. 

Although in some quarters it is fashionable, and academically perhaps 
more accurate, to talk of Ayposensitization—since therapeutic reduction ot 
sensitivity in humans is rarely complete in the strict quantitative sense of 
anaphylactic desensitization in the laboratory animal- the term desensitiza- 
tion has the convenience and familiarity of long and honoured usage, and its 
suggested relegation would seem to be an unwarranted concession to the 
purists. 

Broadly defined, desensitization consists in the application of immuno- 
logical therapeutic methods to render the tissues of the allergic patient less 
sensitive to the causal allergen, so that he will then tolerate natural contact 
with the offending substance without developing the allergic symptoms 
‘Theoretically, such clinical desensitization may be achieved by either non 
specific or specific immunological methods. 


NON-SPECIFIC DESENSITIZATION 

The technical difficulties attendant on specific methods of clinical de- 
sensitization soon stimulated the early allergists to seek therapeutic short- 
cuts and, chiefly as the result of wishful thinking, there was born ‘non 
specific desensitization’—a process to desensitize any allergic patient with 
out all the trouble of first having to find out to what he is allergic. ‘he 
search for the universal or non-specific desensitizer has continued unabated 
over the vears, but it must be confessed that today this allergic elixir of life 
is still pretty much a phantom of the imagination. 

Many of the methods of attempted non-specific desensitization have em 


ployed shock tactics in the hope that an induced acute immunological 


reaction im vrvo might favourably influence the patient's specific sensitivities : 
for example, the injection of typhoid vaccine and milk protein. Some 
methods have sought to obtain the autogenous though unidentified allergens 
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tor instance autohamotherapy and the ingenious but il-tated urimary pro- 
teose; whilst others have tried to get a more universal effect from peptone, 
tuberculin, ethylene disulphonate, and various histamine preparations. None 
of these methods has proved to be regularly effective, and many have fallen 
into complete disuse. Of the survivors, tubercuiin, ‘TAB and histamine are 
perhaps the favourites, although their employment is rather a confession of 
failure to have made a specific etiological diagnosis, and their use is generally 
confined to a group of doubtfully allergic dermatological, joint and ocular 
conditions of unknown specific etiology, which are not amenable to other 
forms of treatment 

Enterococcus vaccine. Apart from the occasional use of tuberculin, the 
only non-specific method of desensitization that I have used with any regu- 
larity or much success is the injection of stock enterococcus (intestinal 


streptococcus) vaccine. ‘This is given by the subcutaneous route in doses of 


from 250,000 to 10 million heat-killed organisms at four- to fourteen-day 
intervals, and also in ‘sub-shock’ intravenous doses of 5 to 100 million 
organisms in patients resistant to the subcutaneous injections. ‘This method 
has been found useful in a variety of intrinsic allergic and allied conditions 
of probable ‘toxic-allergic’ or ‘bacterial-sensitization’ origin, e.g., some types 
of chronic pruritus, urticaria, angroneurotic cedema, eczema, recurrent der 
matitis, non-specih anterior uveitis, recurrent keratoconjunctivitis, and 
localized retinal aedema. ‘The method has been developed as the result of 
considerable experience of conducting bacteriological overhauls by pathogen- 
selective cultures in similar cases, in which the enterococcus has often been 
incriminated as of etiological significance, as judged by both the pathogen- 
selective cultures and the satisfactory clinical results obtained by desensitiza 
tion with the autogenous specific vaccine. Furthermore, as the species 
Streptococcus provides the great majority of the organisms responsible for all 
focal sepsis and toxic-allergic conditions in man, it seems particularly appro 
priate to employ as a non-specific desensitizing allergen the intestinal 
streptococcus — the probable genetic father of all the streptococci 

Stock vaccines in asthma, — Not quite in the same category, perhaps, is the 
use of a stock vaccine of mixed respiratory tract organisms in the treatment 
of asthma and allergic rhinitis. The type of case suitable for this treatment 
is that in which the allergic condition seems to accompany or to follow 
minor respiratory tract infections, ts usually more marked in cold damp 
weather, and in which the skin tests with inhalant and food allergens are 
negative or doultful. In my experience the judicious use of small doses of 
suitable stock vaccines in these cases is often most effective, and it is strongly 
to be recommended where facilities are net available for adequate bacterio- 
logical examination and the preparation of autogenous vaccines. But one 
word of warning: stock ‘anti-cold’ and ‘anti-catarrh’ vaccines intended for 
general prophylactic use-—are usually much too strong for allergic patients, 
in whom their use is liable to produce focal reactions and subsequent increase 





340 THE PRACTITIONER 


of the asthma or rhinitis. ‘The ‘bronchial asthma vaccine (mixed)’ marketed 


by Parke, Davis may be taken as an example of a suitable preparation: 
V. catarrhalis million per ml 

B. pneumonia 

Pneumococcus 

BR seplus 

B. influenzae (Pfeiffer) 

Streptococcus 

Staphylococ« us 40 


s 
5 


‘I'he vaccine is given in doses of 0.1 to 0.5 ml., which may with advantage 
be mixed with a small amount of adrenaline (0.05 or 0.1 ml. of a 1:1000 solu- 
tion), by the subcutaneous route, at four- to seven-day intervals. It is best to 
start with o.1 ml. of vaccine, and to increase subsequent doses by 0.05 ml. 
each time, until clinical improvement occurs; then the same dose, or a slight 
further increase, is repeated at seven-day intervals. Exacerbation of the 
asthma or rhinitis within twelve or twenty-four hours of an injection calls 
for a reduction of subsequent doses. If the treatment is going to prove 
effective the results are usually obvious within a month or six weeks, and 
with an optimal dose of between 0.2 and 0.35 ml. ‘The weekly injections are 
continued for two to three months, and if the patient’s clinical improvement 
has been satisfactory, the interval between injections is then increased to two 
weeks, and later on to three or four weeks, with corresponding further in- 
creases of dose by 25 to 50 per cent. if necessary for the maintenance of 
clinical improvement. ‘he treatment is continued for a year or longer. 


SPECIFIC DESENSITIZATION 
The era of specific desensitization was ushered in by the pioneer work of 
Leonard Noon and John Freeman in Almroth Wright's laboratory at St. 
Mary’s Hospital during the first decade of the century. In 1g11, these in- 
vestigators reported their successful treatment of hay fever by the ad- 
ministration of small subcutaneous injections of a saline extract of grass 
pollen. After the onset of the illness which led to Noon’s untimely death 
from pulmonary tubercuiosis at the age of thirty-five, the work was con- 
tinued and developed by Freeman. The success and accuracy of Freeman's 
work on specific desensitization have been confirmed by the universal 
acceptance of the basic principles which he established, and which have 
formed the foundation of all modern specific desensitization therapies. 
Specific desensitization consists in the administration—usually by paren- 
teral injection—of a graded series of doses of a protein extract of the specific 
allergen to which the patient is sensitive. ‘The method is generally applicable 
to all protein allergens of animal and vegetable origin (pollens, house dust, 
animal danders, feathers, moulds, foodstuffs, orris, wool), but it is not 
with a few exceptions—practicable when the allergen itself is a toxic or a 
non-protein substance (drugs, chemicals, antibiotics). Specific desensitiza- 
tion finds its main sphere of usefulness in allergic conditions of the ‘hereditary 
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group’—asthma, hay fever, rhinitis, conjunctivitis, eczema, urticaria and 
angioneurotic «dema—and to a more limited extent in contact dermatitis 
and other allergic conditions 

The precise immunological mechanism of specific desensitization ts not 
as yet fully understood. It is possible, with sufficient treatment, to reduce 
or abolish both the patient’s skin reactions to the causal allergen and the 
sensitizing antibodies in his serum, and also to stimulate the development of 
special ‘immune’ or ‘blocking’ antibodies in his blood. But satisfactory 
clinical results are regularly obtained in practice by a degree of treatment 
which is insufficient to produce these immunological changes, so the latter 
do not appear to be essential for clinical cure, although, conversely, clinical 
cure always does accompany these changes. 

Protein extracts for desensitization.— These consist essentially of sterile 
saline or alkaline-saline protein extracts of the naturally occurring allergenic 
substances. There is at present no scientific laboratory method tor the exact 
standardization of these extracts—apart from comparative skin testing in 
the sensitive human subject — so they are usually made up on a weight volume 
basis, one unit being the amount of active principle extracted from one- 
thousandth of a milligramme of the defatted dry powdered parent substance 
This unit is usually referred to as the Noon unit, in honour of the originator 
of desensitization therapy. 

Route of injection.Yhe subcutaneous route is generally used and has 
been proved by experience to be the most satisfactory. ‘The intradermal, 
intramuscular, and intravenous routes have been tried at different times, and 
also oral administration, but they are not to be recommended for general 
use. 

Vethod of desensitization. \n seasonal allergic diseases, e.g. hay tever and 
pollen asthma, there is the choice of three methods of desensitization: (1) 
preseasonal, (11) perennial, and (iii) co-seasonal. Although in practice these 
systems often overlap to some extent, they are conveniently considered 
singly, as their underlying principles can then be adapted and blended to 
the desensitization of the non-seasonal allergic diseases 


PRE-SEASONAL DESENSITIZATION 
(IN HAY FEVER, POLLEN ASTHMA AND OTHER SEASONAI ALLERGIES) 
Pre-seasonal specific desensitization is undoubtedly the most effective prac- 
ticable method of treatment at present available for pollen and other seasonal 
allergies. It consists of a course of graduated injections of the spec ific 


protein extract during the two to four months preceding the pollen season 
‘The best results are undoubtedly obtained by gradually working up to a 
‘massive’ dose which is sufficient to abolish the patient's skin reactions, so 
that complete relief of symptoms can be practically guaranteed, for the 


particular season at any rate. 
In the previously untreated case it is usually necessary to start with a 
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dose of 20 or 40 units, increasing by 20 units each time, to a dose of 200 
units, after which a steady 15 per cent. increase is made with each successive 
dose. Experience has shown that this is the most satisfactory rate of dosage 
increment, if the comfort and peace of mind of the patient are to be con- 
sidered, and if general reactions to the injections are to be kept to a reason- 
able minimum. On this dosage scheme a top dose of 5000 units can be 
reached in about 30 injections, 20,000 units in 40 injections, and the maxt- 
mum of 100,000 units in just over 50 injections. ‘The full list of doses (Noon 
units) for ‘heavy’ pre-seasonal desensitization ts as follows 


soo 4), 300 

920 10,600 

,o60 12,200 

,220 14,200 

,400 16,200 

,600 15,800 

540 21,500 

2.100 24,500 

»400 25,500 

2 :750 33,000 
205 3,150 4,000 


500 


3 
300 ,600 $3 
345 ,100 50,000 
5 


7,000 


400 ,;7O° 
460 ,400 6600+ 
530 ,200 76 ,0oO¢ 
610 7,100 47 ,00¢ 
700 5,100 100,000 

Dosage and frequency of injections. ‘The frequency of injections, and the 
top dose to be given, can be varied considerably to suit the individual case 
and the length of time available for the treatment. It is both possible and 
practicable to get a previously untreated case up to a dose of 100,000 units 
by daily injections for eight weeks, although in practice it is often sufficient 
to aim for a dose of 5000 or 10,000 units during the first year (giving three 
or two injections per week if time permits), and to assess the degree of 
clinical improvement for the ensuing season, before considering heavier 
treatment in the second and third year. Patients who have received a previous 
course of treatment may be given an initial dose of 100 units or more, and 
may tolerate a dosage increment of 50 per cent., slowing down to 25 per cent 
or so as the bigger doses are reached. 

Reactions during treatment.—Excessive local reactions are not common 
with the standard course of treatment detailed above. Local reactions form a 
useful indication of the patient’s degree of tolerance to the injections, and 
should they tend to increase in severity with successive doses, then the rate 
of increase had better be cut down, temporarily at any rate. It sometimes 
happens at some stage of the treatment that the injections produce excessive 
local reactions. In that event it is advisable to reduce the dose and then to in- 
crease again at half the previous rate. After the ‘sticking-point’ ts passed it 1s 
usually possible to revert to the former rate without further trouble. ‘The 
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‘sticking-point’ often coincides with some intercurrent ailment or intection, 
or some psychological upset, but for reasons unknown it may occasionally 
occur, at about the same dosage level, in the same patient during two con- 
secutive vears of treatment 

With the above scheme of dosage, veneral or constitutional reactions, 
except those caused by accidental overdosage or by leakage into a vein, are 
comparatively infrequent and usually mild. General reactions can be re- 
lieved by the prompt use of adrenaline, preferably in small subcutaneous 
doses (0.1 to 0.2 ml. of a 1:1000 solution) at fifteen- to twenty-minute inter- 
vals. ‘These reactions sometimes occur at the beginning of the treatment, 


especially in previously untreated patients, who may afterwards go through 
| ; | ; | ; 


the complete course without further trouble. Once the treatment ts well 
under way, general reactions of any degree of severity with the standard 
scheme of doses, given truly subcutaneously, are rare in the absence ot 
warning signals from increasing local reactions to the preceding in 
yections. 

Self-inoculation Yo overcome the difficulties attendant on frequent 
visits to the doctor, a patient undergoing intensive pre-seasonal desensitiza- 
tion may be taught to inject himself, after a preliminary period of medical 
treatment. The actual operation of self-inoculation involves practically no 
intellectual difficulty for the average patient, and is more a matter of tem- 
perament, of which the doctor must be the judge. ‘The practicability and 
success of self-inoculation have been amply proved in practice, and in one 
famous London clinic over 75 per cent. of all hay fever patients inject 
themselves. 

‘Rush’ desensitization. By this method injections are given every two or 
three hours during a fourteen- to eighteen-hour day, so that a satisfactory 
course of treatment may be compressed into a week or less. ‘The patient must 
enter hospital for the treatment, so as to be under constant expert medical 
supervision. With these intensive treatments, however, excessive reactions 


are more liable to occur. 


PERENNIAL TREATMENT 

Although the pre-seasonal method of desensitization gives excellent clinical 
results for the season immediately following the treatment, the symptoms 
will almost certainly return the next year though not usually so intensely 
as before —in the absence of further treatment. ‘The number of pre-seasonal 
treatments which are necessary before some reasonable degree of permanent 
relief can be obtained varies greatly from patient to patient, but generally at 
least three yearly treatments are required. Better results are to be anticipated 
trom following up a full course of pre-seasonal treatment by perennial treat- 
ment: repeating the maximum dose of pollen extract (after a temporary re- 
duction during the ‘season’) at from weekly to monthly intervals during the 
ensuing autumn, winter, and spring. 
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CO-SEASONAL DESENSITIZATION 

For the patient who presents himself for treatment after the pollen season 
has started, small subcutaneous doses of pollen extract (5 to 40 units) plus 
adrenaline (0.1 or 0.2 ml. of a 1:1000 solution) at two- to four-day intervals, 
often give a surprising degree of relief from symptoms. Although the results 
are not so certain as with pre-seasonal desensitization, the treatment is well 
worth trying — particularly if combined with suitable palliatives —in patients 
whose symptoms are mild or who are unwilling to undergo a long course of 


pre-seasonal injections. 


DESENSITIZATION IN NON-SEASONAL ALLERGIES 
In non-seasonal allergic conditions the type of desensitization treatment to 
be employed depends to a great extent upon whether or not a temporary 
period of specific avoidance is possible or practicable. If so, a course of pre- 
seasonal type desensitization can be given, while the patient avoids natural 
contact with the specific allergenic substance, then changing over to a 
modified course of perennial treatment when contact is resumed. When 
specific avoidance is impossible, an extended course of co-seasonal type 
injections is given, and followed by perennial treatment with gradually 


increasing doses. 


DESENSITIZATION IN PRACTICI 
Desensitization therapy gives uniformly excellent clinical results in those 
patients sensitive to a single extrinsic protein allergen or to a small nun.ber 
of such allergens. In my experience, however, the percentage of cases in 
which such a clear-cut specific diagnosis can be made is relatively small, if 
one excludes the seasonal pollen allergies. More commonly, multiple sen- 
sitivity is the rule, although one sensitivity may predominate clinically. In 
many cases, however, the clinical history gives no clue to possible extrinsic 
allergens, and skin tests with a wide range of inhalant, food, and other 
allergens are doubtful or negative; or if positive skin reactions are obtained 
one is unable to correlate the findings with the clinical history, e.g., a positive 
skin reaction to grass pollen cannot be of etiological significance in a patient 
whose asthma occurs only in the winter months. Such skin sensitivity may 
be a relic of childhood hay fever, or an indication of a clinical sensitivity as 
yet undeveloped, or it may be ‘just one of those things’ that we meet so 
often in practice! At any rate it is unlikely that relief of the patient’s asthma 
would result from a course of pollen desensitization. And yet this elementary 


principle is more regularly disregarded by professing allergists than any 
other rule in the book of allergy! ‘The rnodern tendency to consider allergic 
patients almost exclusively in terms of skin reactions to extrinsic allergens, 
and to institute specific desensitization treatment accordingly is, in my 
opinion, the main reason for the clinical failure of much of the ‘injections for 
allergy’ type of treatment that is being practised today, and which has 
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brought specific desensitization into a certain degree of unwarranted dis- 
repute. 

As a general rule, it should be emphasized that the importance of any 
allergen as a specific causal factor in an allergic disease should not be adduced 
from a positive skin reaction alone. A positive skin reaction is rarely of much 
help as a clue to the specific diagnosis and treatment in the absence of 
evidence of a corresponding clinical sensitivity obtained from a study of the 
clinical history. It is the correlation of skin reactions with clinical sensitivity 
that is the basis of accurate specific diagnosis and successful desensitization 
treatment. Although skin testing is admittedly the most helpful single 
specific allergic diagnostic technique at our command, it must always be a 
complement to, and never a substitute for, the trained clinical judgment in 
the field. 

\nother factor of great importance in treatment, but one which is often 
overlooked, is the causal réle of bacteria in allergic diseases. In my ex- 
perience, infective processes within the body are of major etiological signifi- 
cance in over 50 per cent. of the general run of cases of asthma, allergic 
rhinitis, intrinsic eczema, urticaria and angioneurotic «edema; and are not 
uncommonly encountered as complicating factors in hay fever and pollen 
asthma. In such cases the clinical and laboratory evidence, and the successful 
results of specific therapy based upon these findings, suggest that the re- 
lationship between the infective process and the allergic disease is one of 
cause and effect, and that bacterial products elaborated within the body can, 
and commonly do, act as causal allergens in a manner analogous to that of 
extrinsic protein allergens. Such intrinsic bacterial allergens may originate 
from an infective process at the site of the manifestation of the allergic 
disease-as respiratory tract infections in the causation of asthma and 
allergic rhinitis-or they may originate from a distal focus and be conveyed 
to the allergic shock organ by the hamatogenous route as a dental infection 
may cause urticaria, or as an intestinal infection may produce iridocyclitis. 

Unfortunately, the use of skin tests with bacterial vaccines and extracts 


has proved unsatisfactory as a diagnostic measure, in sharp contrast to the 


skin reactions obtained with extrinsic allergens in patients sensitive to in- 
halants and foods. Fortunately, another technique is available for tackling 
the problem from a different angle. This is the conduct of bacteriological! 
overhauls by the method of ‘pathogen-selective’ culture, which was origin- 
ally described by Solis-Cohen and Heist, and independently by the late Sir 
\lmroth Wright under the name ‘auto-hamo-culture’. ‘The principle of the 
method is the utilization of the m vitro bactericidal power of the patient's 
whole fresh blood to kill off bacteria to which he is immune and to allow the 
growth of potential pathogens. In my experience this method for the de 
tection of allergenic bacterial foci and for the preparation of bacterial 
allergens for therapeutic desensitization is extremely valuable, and would 


appear to be the only rational method at present available. 
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| regard desensitization with autogenous pathogen-selective vaccines as a 
specific procedure; in my experience the method gives excellent clinical re- 
sults. ‘he dosage with such vaccines must be kept very low, otherwise focal 
reactions will occur, though it is often a valuable confirmatory diagnostic test 
to be able to elicit a temporary focal reaction with a small dose of the auto 
genous vaccine, before starting the therapeutic desensitization. ‘The best 
clinical results are generally obtained with the use of minimal doses _ rarely 
in excess of 5 million heat-killed organisms, and usually less which are 
given by the subcutaneous route. A starting dose of 0.1 to 0.5 million, de- 
pending upon the nature of the case, is commonly employed. ‘The dose is 
repeated at four- to seven-day intervals, and is cautiously increased by o.1 
or 0.2 million each time until clinical improvement is obtained. ‘The increase 
of dosage ts based on the absence of focal, general, or marked local reaction 
to the preceding injection. As soon as clinical improvement occurs the same 
dose, or only a slight further increase, is repeated at seven-day intervals for 
two or three months. ‘Then, if the patient’s progress has been satisfactory, 
the interval between injections is increased to two weeks, and the dose 
advanced by about 50 per cent. Later a three- or four-week interval is in 
stituted, with further increase of dose only if necessary for the maintenance 
of clinical improvement. ‘The injections are continued for a year or longer 

In cases of mixed etiology, commonly a combination of sensitization to 
inhalant and or food allergens plus an intrinsic bacterial allergy, desensitiza 
tion with both types of allergens may be combined and, in my view, is the 


method of choice 


CONCLUSION 
In perhaps no other branch of clinical medicine is the success of treatment 
so dependent upon the diagnostic and therapeutic experience of the physician 
as in the allergic diseases. Failures of specific therapy are usually due to 
errors of specific diagnosis; to the use of impotent allergenic extracts; or 


4 


to the failure of the physician to recognize and treat non-allergic factors of 


etiological importance. Although, in experienced hands, adequate specific 


desensitization therapy, when indicated, is capable of providing satisfactory 
or complete relief from symptoms in over 75 per cent. of the general run of 
cases of uncomplicated asthma, allergic rhinitis, eczema, urticaria and angio- 
neurotic «edema, it must be emphasized that such immunological methods 
should not be applied to the exclusion of other lines of treatment. ‘The best 
clinical results are obtained only by the careful assessment of a// the etio- 
logical factors in the individual patient allergic, infective, psychological, 
and the rest and by according to each that share of therapeutic attention 


which it merits 
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Or numerous substances which have been used to modify the allergic re 
action, none has proven etfective in such a wide variety of manifestations 
of hypersensitivity as cortisone and corticotrophin (ACTH). ‘These agents, 
in adequate doses, inhibit immediate allergic reactions of the type believed 
to be mediated by histamine release, delaved dermatological reactions, 
necrotizing inflammatory reactions of the tuberculin type, and dithuse 
arteritis which results from sensitization 

‘These etfects do not result from correcting a hormonal deficiency. ‘Uhey 
are apparent in experimental animals normal except tor their sensitization, 
and in patients with allergic diseases whose endocrine function ts normal by 
the usual clinical tests. Furthermore, the amount of cortisone needed to 
inhibit allergic reactions is greater than that required for replacement 
therapy in patients with adrenal insufhciency. ‘Therefore the control of 
hypersensitivity may be considered to result from the creation of a state of 
artificial hyperadrenalism. Fortunately, the degree of hyperadrenalism 
needed to control most allergic diseases rarely vives rise to objectionable 


clinical manifestations during short periods of treatment, but it is essential 


that the physician using these drugs be familiar with them. Since the adrenal 


function of patients with allergic diseases is, in general, normal, the effects 
produced by cortisone and corticotrophin are similar and may be considered 


together 


FXPERIMENTAI STUDIES 

Although the efhcacy of these two agents in the control of allergen disease 
has been established, the theoretical background of their action in allergy ts 
sull obscure. Experiments upon animals have shown that suitable doses of 
cortisone and corticotrophin inhibit, to some degree, both the formation of 
antibodies and the pathological effects of reactions between antigen and 
antibody within the living organism 

Ihe early studies of Chase, White and Dougherty. suggested that the 
rate of production of antibod.es was enhanced by adrenal cortical extract 
(ACE) and corticotrophin (AC'TH),': * the prompt increase of circulating 
antibodies after injections of ACE or ACTH (‘anamnestic response’) being 
attributed to release of antibody from lymphocytes.* Careful experiments by 
isen and associates,’ Fischel LeMav and Kabat’ and deVries,® however 
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all using more exact immunochemical methods, failed to confirm these 
findings. On the contrary, Bjerneboe, Fischel and Stoerk,? and Germuth 
and Ottinger,'® found that cortisone and adrenocorticotrophic hormone tend 
to inhibit antibody formation in rabbits, although the effects produced are 
smaller than the variations in the antibody response of individual animals 
receiving the same dose of antigen. Conclusive evidence of a similar decrease 
of antibody formation in man has not been established. Many of the papers 


presented on this subject have utilized dilution techniques of insufficient 


precision,® but Larson and ‘Tomlinson,® using quantitative methods, found 
no significant effect. In passively immunized animals, cortisone has no 
apparent effect on the rate of disappearance on antibody level result from 
inhibition of formation, rather than acceleration of protein catabolism. ‘The 
decreased antibody formation is associated with a suppression of cellular 
reaction at the site of antigen assimilation.’ !% 

Studies of anaphylaxis in the guinea-pig indicate that the injection of 
cortisone or ACTH into animals previously sensitized, either actively or 
passively, has no appreciable effect on the severity of shock."': '*. ' Fein- 
berg and Malkiel'® have shown that cortisone has some influence in de- 
creasing the asthma-like respiratory symptoms produced in anaphylactically 
sensitized guinea-pigs by inhalation of antigen, although not inhibiting 
the shock resulting from the injection of antigen. ‘Through their effects on 
antibody formation, it is apparent that administration of these agents during 
the period of active sensitization might affect the degree of resulting sen- 
sitivity, and the severity of shock following subsequent injection of antigen 
In mice, relatively large doses of cortisone inhibit anaphylactic shock." 

The Arthus reaction in passively sensitized rabbits is not inhibited by 
ACTH." In actively sensitized animals, the Arthus reaction may be in- 
hibited, presumably as a result of decreased antibody formation.". '? Ex- 
perimental allergic encephalomyelitis in monkeys,'® and in guinea-pigs?° is 
inhibited by these agents. ‘The diffuse arteritis induced in rabbits by in- 
jection of foreign serum, histologically similar to periarteritis nodosa, and 
the accompanying lesions of the heart and kidneys, are inhibited by in- 
jections of ACTH and cortisone®® during the period of sensitization 
‘Tuberculin sensitivity in guinea-pigs is inhibited by cortisone, but complete 
suppression of the reaction requires large doses.*!: **. *° Similar effects are 
noted in human patients receiving relatively large doses of cortisone or 
ACTH over periods of several weeks,** but are rarely apparent in those 
treated with moderate but clinically effective doses for one or two weeks 
only. 

When patients with hay fever or bronchial asthma, manifesting typical 
urticarial reactions to skin tests with specific antigens, are treated with doses 
of ACTH or cortisone adequate to control their clinical symptoms, there is 
no appreciable change in the reaction of their skins to tests with specific 
antigens or with histamine during the treatment. Failure to detect a change 
in the skin reactions of such patients might be assumed to be due to the 
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great excess of sensitizing antibody in their tissues. But if the skin of a non- 
sensitive patient is passively sensitized with a fixed amount of homologous 
skin-sensitizing antibody by the Prausnitz-Kiistner method, the reaction ot 
the sensitized site to antigen is likewise not affected by treatment with 
cortisone or ACTH. Furthermore, in patients with naturally acquired sen- 
sitization, the amount of circulating skin-sensitizing antibody is not measur- 
ably decreased by hormone treatment which produces satistactory clinical 
results.*!; “6 In such allergic patients, the reactions of the conjunctival, nasal 
and bronchial mucosa to experimental applications of measured quantities 
of antigen, in contrast to the skin reactions, are moderately decreased during 
treatment with corticotrophin or cortisone.*’ Even these objective changes 
seem scarcely proportional to the degree of relief of subjective symptoms 
\ specific action of these agents in clinical allergy remains obscure, but it 
may be noted that they inhibit many forms of inflammatory reaction due to 


other causes than allergy 


DOSAGI AND METHODS 

Since the effects of cortisone and corticotrophin on allergic disease are 
essentially similar, except in rare cases with coincident adrenal disease, the 
choice between the two agents depends upon convenience of administration 
and the speed of action desired. For ambulatory patients, cortisone has the 
obvious advantage of being effective when administered orally. For very ill 
patients confined to hospital, ACTH, well diluted and administered by 
slow intravenous drip, produces results most promptly. When injected 
intramuscularly, corticotrophin is more quickly effective than cortisone, but 
has the disadvantage that its elimination is also more rapid, so that for con 
tinuous effects injections must be given every six hours, whereas daily 
injections of cortisone suffice. ‘his objection is overcome by a newer pre 
paration of ACTH in gelatin (ACTHAR-gel’, Armour) which its more 
slowly absorbed, so that a daily dose is adequate. 

‘The doses required for the relief of allergic disease vary in individual 


patients and with the severity of the disease, but in general are moderate 


compared with those used in other diseases. Initial dosage of cortisone is 100 
to 200 mg. daily, given orally in equal doses every six hours, or intra 
muscularly in one or two injections. ‘That of intramuscular ACTH is 40 to 
100 mg. daily, in four doses if the aqueous solution is used, or a single in- 
jection of ACTH in gelatin. As soon as beneficial effects are apparent, 
usually in two or three devs, the amount of either drug is reduced to about 
half of the initial dose. Doses for children are only slightly lower; those aged 
two to six years require approximately half the adult doses. 

For intravenous use, 10 to 20 mg. of ACTH are diluted in a litre or more 
of isotonic glucose solution and administered in a slow drip over a period of 
eight to ten hours. Usually the daily repetition of such an infusion for two 
or three days is adequate to control symptoms, but it may be supplemented 


bv a single intramuscular injection given late in the evening or, in severe 
g 
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cases, the infusion may be allowed to run continuously for two or three 
days, the dilution and rate of flow being adjusted to give a daily dose of 
1s to 20 mg.*® When administered by this method, small amounts of 
ACTH have therapeutic effects equal to five or ten times the quantity in- 
jected intramuscularly. Once symptoms have been controlled, treatment may 
be maintained by the use of cortisone or AC’T'H in gelatin. 

During treatment, the intake of sodium is moderately restricted and 
supplementary potassium salts may be given. Untoward side-effects are not 
common when the doses mentioned are given over periods of one or two 
weeks, but patients should be watched for changes in blood pressure, water 
retention, apparent either as excessive gain of weight or visible adema, 
glycosuria, mental abnormalities, and other clinical signs of hyperadrenalism, 
which may require decrease of dosage or discontinuation of treatment. ‘The 
dangers of deleterious effects in patients with congestive heart failure, 
tuberculosis, peptic ulcer, diabetes and psychoses have been discussed re- 
peatedly; the advisability of using these drugs in the presence of such 
complications must be caretully considered in each case. 

In dealing with allergic patients the possibility of sensitization to cortico- 
trophin itself is worthy of mention. ‘This drug is a protein or polypeptide 
derived from heterologous animal pituitary tissue, and several instances of 
** No patients have 


severe allergic reactions to it have been reported.*? . 
reacted thus to the first injection; all have apparently acquired sensitivity 
through previous use. In certain instances, the reaction is organ-specific for 
pituitary protein, regardless of the species from which it is obtained.*” So 
far, allergy to ACTH has been extremely rare, but it use of the drug be- 
comes common, an increased incidence of acquired sensitization may 
reasonably be expected. It may be detected by intracutaneous tests with the 
drug in dilutions of at least 1:1000; stronger solutions often give non- 
specific reactions. No conclusive evidence of allergy to cortisone has been 
published, and its chemical structure does not suggest that it is a probable 


sensitizing agent 


rHERAPEUTIC EFFECTS 

In considering the uses of cortisone and corticotrophin in the treatment of 
allergic disease, it should be kept in mind that these agents, although ot 
vreat value for relief of symptoms, do not alter the underlying allergic state 
or produce permanent cures. ‘hey are primarily of value for temporary 
treatment of acute allergic manifestations and severe exacerbations of 
chronic allergic disease. 

In bronchial asthma which persists despite repeated doses of adrenaline 
and aminophylline, essentially complete relief of symptoms may be effected 


in at least go per cent. of patients by adequate use of cortisone or cortico- 


trophin. Very ill patients, requiring hospital care, are most quickly relieved, 


usually within a day. by the slow intravenous infusion of 10 to 20 mg. Oo 


ACTH, diluted and administered as previously mentioned, After relief ts 
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obtained, oral cortisone in doses of 25 mg. every six to twelve hours, or 
ACTH in gelatin, 40 mg. daily, is substituted. ‘Treatment of patients with 
less severe, but persistent, asthma may be started with oral cortisone or 
ACTH in gelatin, in the same or slightly higher doses. Since a large pro 
portion of the severe cases of asthma requiring cortisone and ACTH are 
complicated by respiratory infection, it is well to recall that these drugs have 
an unfavourable etfect on infections. For this reason, antibiotics should be 
given concurrently to those patients showing evidence of intection 

During the induced remission, studies are undertaken to determine the 
specific causative factors of the asthma, and a suitable programme for future 
management established. After seven to ten days the dose of hormone ts 
gradually reduced over a period ot two or three days, then stopped In 
typical chronic asthma, unless other adequate measures have been taken, 
recurrence of symptoms may be expected after a period of days or weeks, 
the length of the interval depending more upon the natural cycle of the 
patient's disease than on the dosage of hormones or the method of tet 
minating treatment 

In cases of asthma not controlled by specific allergic therapy, especially 
in patients whose asthma results from chronic bronchial infection, repeated 
recurrences at short intervals may necessitate a prolonged period of cortisone 
therapy. After the symptoms are relieved by intensive treatment, the dose ot 
oral cortisone ts gradually reduced to the minimum which will keep the 
patient reasonably comfortable. ‘his dose is usually about 25 mg. every 
twelve hours; such doses may be continued tor months or even several 
vears with little or no evidence of undesirable side-etfects.*" Such treatment 
has permitted many patients who had been chronic invalids to lead rela 
tively normal and useful lives, the cost of the drug, incidentally, being tar 
less than that of repeated admissions to hospital 

Many of the patients treated for asthma with cortisone or ACTH have 
also had severe vasomotor rhinitis with or without polyp formation. In such 
cases, the effects of the treatment on the nasal condition have been just as 
striking as on the asthma.*! In some instances, large polyps have decreased 
in size until they were no longer visible after ten to fourteen days of treat 
ment. Unfortunately, recurrence has been equally prompt when the drug 
was stopped. Since prolonged systemic treatment with cortisone or ACTH 
is rarely justified for purely nasal allergy, topical use of cortisone in nasal 
drops and sprays has been tried, but so far without notable resuits 

In severe hay fever, which has failed to respond to the use of antihistamine 
drugs, considerable temporary relief mav be atlorded by the use of oral 
cortisone, 25 mg. every six to twelve hours, or ACTH in gelatin, 40 mg 
injected daily. ‘hese should be considered as emergency measures. If the 
patient is seen betore the pollen season, the standard course of injections of 
pollen extract is still the treatment of choice 

Chronic intrinsic allergic dermatitis, both infantile eczema and atopx 


dermatitis of adults, like chronic asthma, improves rapidly when treated 
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with cortisone or ACTH, but tends to recur promptly when the treatment is 
discontinued. A large proportion of cases of infantile eczema yield readily to 
dietary changes or other simple measures and have no need for hormone 
treatment. In a few children, severe eczema persists after the age of two 
years and attempts to determine specific etiological factors in such chronic 
cases may meet with little success. ‘he same is often true of atopic dermatitis 
in adults. During acute exacerbations of such dermatitis, in children or 
adults, cortisone and corticotrophin are of great value for temporary relief. 
With doses similar to those suggested for asthma, itching is promptly re- 
lieved and healing progresses rapidly. In acute cases, the skin returns to a 
normal texture, but the lichenification often noted in chronic cases is not 
readily affected. Pigmentation of the skin areas most severely affected may 
develop during treatment, but fades gradually after its completion. Because 
of the marked tendency to recurrence, every effort should be made to 
establish an etiological factor and institute specific measures. 

In contact dermatitis, the determination of the causative agent by means 
of patch tests is usually possible, and when further contact is avoided the 
outlook is favourable. A severe eruption of this type, however, not in- 


frequently requires symptomatic relief, and for this purpose oral cortisone 
or AC'TH in gelatin is highly effective. In the most severe cases, more 
prompt relief may be obtained by starting treatment with the use of ACTH 


intravenously for one or two days. Recovery is usually complete in four to 
seven days and treatment may then be discontinued. Needless to say, care- 
fully cleansing the skin to remove traces of the offending substances ts 
essential. 

In the treatment of urticaria, the antihistamine drugs are generally the 
method of choice. When they prove ineffectual, cortisone or ACTH may 
be used. In most cases, the initial response is favourable, with prompt 
relief of itching and gradual disappearance of the lesions. ‘The chronic cases, 
however, show a strong tendency to recurrence when treatment is dis- 
continued, so that other measures are preferable for long-term management 

Serum sickness, and the reactions to penicillin which closely resemble it in 
symptoms, generally respond favourably to cortisone or corticotrophin 
Severe reactions to this type have, in the past, represented a difficult thera- 
peutic problem, the urticaria and @dema being only moderately benefited by 
antihistamine drugs, whilst the fever and arthralgia were little atfected by 
salicylates. When cortisone or AC'T'Ti is used in adequate doses, complete 
subsidence of all symptoms within one or two days may be expected. In the 
more severe cases, the treatment may be started with intravenous infusions 
of AC'TH for a day or two. From the experimental work previously cited, 
there is some reason to believe that such treatment may prevent the vascular 
and visceral lesions which have been shown to occur in severe serum sickness 
in man,** 

The usual duration of reactions to concentrated antisera prepared by 
modern methods is not more than a week, so that if hormone treatment is 
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continued for this period, the chance of recurrence after its termination ts 
small. If the reaction is due to penicillin, the possibility of a prolonged 
course, for several weeks or even months, is greater. ‘he usual procedure ts 
to continue the initial course of ACTH or cortisone for seven to ten days, 
then gradually decrease the dose. If symptoms recur, oral cortisone or in- 
jections of ACTH in gelatin may be continued as necessary. Since the chiet 
manifestation in this stage of prolonged reactions ts urticaria, the anti- 
histamine drugs are useful adjuncts and may be adequate as the sole treat- 
ment. 

Many other types of allergic reactions to drugs may also be inhibited by 
corticotrophin and cortisone. Simple drug fever and dermatitis medica- 
mentosa, if caused by drugs which are rapidly eliminated from the body, 
usually subside so quickly after the causative agent is stopped, that no 
treatment is needed. When the same types of reactions are due to slowly 
excreted agents such as arsenic and gold compounds, the course is pro 
longed, the dermatitis may progress to exfoliation, and serious visceral 
lesions are not uncommon. In such cases the clinical manifestations may be 
controlled by the use of cortisone or ACTH. The concurrent use of any 
applicable agents, such as BAL, to facilitate detoxicification and excretion of 
the causative substance, is obviously indicated 

Despite the strongly suggestive evidence offered by Rich® and others, 
conclusive proof that pertarteritis nodosa should be considered a disease ot 
allergy is still lacking. Although the naturally occurring disease in man ts 
often associated with asthma and other manifestations of allergy, the deter 
mination of a specific antigen as a cause of the arteritis is rarely possible 
Regardless of classification, periarteritis nodosa, like other collagen diseases, 
is suppressed by cortisone and corticotrophin. ‘The doses required depend 
upon the stage and activity of the disease, but are generally larger than those 
needed in most allergic diseases. Because of the chronic, progressive nature 
of the disease, treatment in most cases must be continued indefinitely 
While the eventual outcome is doubtful, the use of these drugs offers more 
promise than other available forms of therapy. In several reported cases, 


the progress of the disease appears to have been arrested for periods of 


months or years.** * Spontaneous remissions may also occur without 


treatment, but are rare in acti ely progressive Cases. 


CONCLUSION 

The examples cited serve to illustrate the wide variety of allergic phenomena 
which are temporarily suppressed by the production of mild hyperadrenalism 
with either cortisone or corticotrophin. Similar results have been reported 
in many other diseases of known or suspected allergic nature, and it ts 
probable that future uses may be even more numerous. ‘These hormones are 
among the most potent and widely applicable agents for the suppression of 
allergic reactions, but they do not alter the fundamental allergic state or 
specific sensitivities. Recurrence of symptoms may be expected after treat 
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ment is completed, except in such self-limited conditions as serum sickness 
and drug reactions. ‘These agents do not replace the established methods of 
specific allergic diagnosis and treatment for the long-term management of 
allergic disease. ‘The early hormonal side-effects of their use are well known 
and should be easily detected by the alert practitioner The possible late 
effects on the endocrine system of prolonged use are not yet adequately 
established and administration over periods greater than two or three weeks 
is warranted only in disabling diseases not amenable to other forms otf 


treatment, such as intractable asthma and periarteritis nodosa. 
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ANTIHISTAMINIC DRUGS IN THE 
TREATMENT OF ALLERGIC CONDITIONS 


By A. W. FRANKLAND, B.M., B.Cu 
First Assistant, Allergic Diseases Department, St. Mary's Hospital 


Mucu of the evidence that histamine plays an active part in allergic diseases 
is inferred, and many of the beneficial effects of the antihistaminic drugs are 
unrelated to their antihistamine activity. ‘These two basic concepts are ex 
tremely important to remember when considering the role of the anti 
histaminic drugs in the treatment of allergic conditions. It would not be out 
of place at this point to state that the concept of allergy can be considered 
either from the relatively narrow field of the eczema-hay-fever-asthma 
group, or from the general immunological aspect of tissue damage causing 
inflammation. When the allergic reaction is of the cellular type, it takes 
hours and days rather than minutes to develop and the antihistaminics have 
little or no effect on the reaction, so that these drugs do not affect the 
bacterial or tuberculin type of sensitivity. he modern trend ts to classify 
as ‘allergic’ that group of diseases known as the collagenoses. Lupus 
erythematosus, dermatomyositis, scleroderma and periarteritis nodosa may 
be due to a hypersensitivity reaction, although the evidence for this in man 
is only speculative (Robb-Smith, 1952). ‘The general opinion is that the 


antihistaminic drugs have little or no effect on these diseases 


HISTAMINE THEORY OF ALLERGY 
In Paris last year the fiftieth anniversary of the discovery by Richet and 
Portier of anaphylaxis was celebrated. ‘Their experiments formed the be 
ginnings of allergic thought. ‘The important part played by histamine in the 


production of anaphylaxis in animals was demonstrated by the work of Dale 


and Laidlaw (1910). ‘The reaction of histamine differs from animal to animal 
since different shock organs give rise to dominant reactions, but in a given 
species anaphylaxis and histamine produce similar reactions. It is now con 
sidered that anaphylaxis is no longer a disease of the experimental animal 
(Dale, 1952). Man, too, may have symptoms of anaphylaxis produced by 
an antigen-antibody reaction causing cellular injury, and one of the sub 
stances that is produced as a result of the injury is histamine, but just how 
important histamine is in a severe type of serum reaction is unknown 
\part from the histamine theory, little has been added to the classical 
description of serum sickness in man, as described by von Pirquet and 
Schick in 1905. Antihistaminic drugs certainly seem of little help in the 
severe case of serum-like sickness 

Illustrative case \ male student, aged twenty-four, received 600,000 units of a 
new type of delaved absorption penicillin (N,N’-dibenzvlethvlenediamine) whicl 
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commonly produces therapeutic blood levels of penicillin a fortnight or longer after 
the single dose (Fletcher and Knappett, 1953). Twelve days after receiving the 
penicillin he developed serum-type sickness with joint pains and urticaria. The 
symptoms slowly subsided but a month later recurred with extreme severity. "The 
spleen was enlarged, the joints and muscles were stiff and painful, the body was 
covered with red raised irritating urticarial blotches and the temperature rose to 
104° F. (40° C.). Large doses of antihistaminic drugs had no effect on the symptoms 
The effect of cortisone treatment was dramatic. Within twenty-four hours the 
temperature fell to 95 F. (35° C.), and the aches and pains and urticaria all dis- 
appeared. Skin tests against the common allergens and penicillin were all negative, 
as was expected, but the histamine-positive control did not differ in size when the 
patient had his symptoms, when he was on cortisone, and when treatment was 
stopped and he was well. 

Why, in such a case as described, when the symptoms might well be 
thought to be due in part to histamine, do the antihistaminics have no 
appreciable effect, and why should cortisone, which has no effect on the 
histamine skin response, give such dramatic relief? ‘The answer is unknown, 
but the case indicates that there are large gaps in our knowledge when 


considering the function of histamine in such a reaction. 


PHARMACOLOGY OF THE ANTIHISTAMINIC COMPOUNDS 
In man, histamine is widely distributed in the tissues and very small 
amounts of it cause contraction of smooth muscle and dilatation of capil- 
laries. An antihistamine compound is one which is capable of diminishing 
or preventing several of the pharmacological effects of histamine. Adrenaline 
and its cogeners produce effects which are opposite to histamine but for 
purpose of definition are not considered antihistaminic drugs. 

Histamine leaves the blood stream rapidly, but during pregnancy his- 
taminolytic activity increases more than 200 times over the non-pregnancy 
values (Dodge, 1952). ‘The oft-repeated statement that asthma is much 
better in pregnancy is a generalization which ts unfortunately only sometimes 
true. 

It has been pointed out by Burn (1950) that the so-called side-effects of 
the antihistamine compounds are understandable when it is remembered 
that pharmacologically they share properties with drugs such as atropine, 
procaine, quinidine and pethidine. Considered trom another aspect a local 
anasthetic such as procaine has a considerable antihistamine action. It may 
be that many of the common properties of these drugs are related not so 
much to their antihistamine action, as to their antagonism to acetylcholine. 

In 1939 (Staub) came the first report on the alleviation of histamine shock 
in guinea-pigs by various synthetic compounds. As more compounds were 
synthesized it was found that many chemical derivatives had antihistamine 


properties (Loew, 1947). Unfortunately many of the drugs had such marked 
side-effects that their clinical use in man was precluded, and even those 
drugs now available cannot always be taken in an effective dose without 
producing untoward reactions. Bain and his colleagues (1949) have pointed 
out the marked individual variations to different antihistamine preparations. 
They alsoalemonstrated that the onset of action and the duration of action 
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or half-action time, which is the time taken for the maximal effect of a drug 
to be reduced by a half—have to be considered for different allergic com- 
plaints. The modern tendency seems to be directed to producing new drugs 
that have an adequately long half-action time, with minimal hyoscine-like 
effects from a small effective dose. 

It might be well to point out that manufacturers, anxious to sell their 
antihistamine preparations, refer to the bronchodilator effect of the anti- 
histaminics. It may not be so obvious, however, that what is referred to is 
the diminution of histamine-induced broncho-constriction and induced 
anaphylaxis in guinea-pigs —a very different thing from an asthmatic attack 
in man. ‘The mode of action of the antihistaminics ts not known. ‘They do 
not combine with or destroy histamine; the action is more likely one of 
competition so that the normal action of histamine is blocked 


rHE HAY FEVER GROUP OF DISEASES 
We seem to be on more certain ground in assuming that histamine is the 
cause of symptoms in the pollen-sensitive patient. On skin testing, it is found 
that the histamine wheal and the pollen wheal are diminished or abolished 
by suitable doses of the appropriate antihistamine. In a mild case of hay 
fever the treatment of choice is a suitable antihistaminic. ‘The individual 
variation in response to different antihistamine drugs ts very great. If one 


preparation fails to give relief, another preparation may be found to be 


most helpful. 

In the more severe case of hay fever, it may be found that the potentially 
effective dose causes too marked a degree of side-effects for the patient to 
tolerate, and the disease is preferred to the treatment. Sometimes, after a 
few days or after one season’s treatment, the drug gives no relief. Fifty per 
cent. of cases of seasonal hay fever will eventually develop asthma. It has 
been stated (Brit. med. J., 1952) that there is an increase in the incidence of 
asthma with drug taking. This was not so in our experience (Frankland and 
Gorrill, 1953), for on treating a series of patients suffering from hay fever 
there was no increase in the incidence of asthma using two different anti- 
histaminic preparations and dummy tablets. Nor was there any correlation 
between the previous taking of antihistaminic drugs and the incidence of 
asthma. Another interesting result that was clearly shown in this trial was 
that antihistaminic drugs did not help asthma. It might be mentioned at 
this point that doctors who kaow of cases of asthma which appear to be 
helped by an antihistaminic drug should first of all be certain that a similar 
effect is not obtained by dummy tablets or by an unrelated drug such as 
phenobarbitone 

ASTHMA 
In spite of the glowing accounts that were first received, it is now generally 
agreed that, except perhaps for children, the effect of the antihistaminics for 
relief of asthma is very disappointing. For convenience, asthma can be 
divided into two kinds—intrinsic and extrinsic (Rackemann, 1947). Pollen 
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asthma is a typical extrinsic asthma caused by a specific sensitivity. His- 
tamine should come into the picture somewhere, but for the most part the 
antihistaminics do not help, nor do they help the intrinsic tvpe of asthma 


PERENNIAL RHINITIS 
‘There are many causes of a catarrhal condition of the nose with sodden 
mucous membrane, often with rhinors’. ea and sneezing. ‘The patient com- 
plains of ‘hay fever’ or perpetual colds I'he symp.oms have the same causes 
as asthma, which they so often precede. ‘The term vasomotor rhinitis seems 
a suitable one to describe the condition when the nasal mucosa seems unable 
to adapt itself to various envi‘onmental changes. ‘Typically the patient 
sneezes first thing in the morn'ng or with change of temperature or without 
obvious cause. It is often mipossible to show that there is an allergic basis 
for the complaint. ‘This condition is sometimes helped by antihistaminics 
but many patients prefer a wet mucosa to the very dry condition, which 
presumably is caused by the atropine-like effect rather than by any anti- 


histaminic action 


URTICARIA AND ANGIONEUROTIC C2DEMA 
‘The causes of urticaria are varied. Probably only a minority are based on a 
sensitivity phenomenon. Whatever the cause, temporary symptomatic re- 
lief, especially of the irritation, is obtained from antihistaminics in nearly 
all cases. Grant, Pearson and Comeau (1936) believed that, as a result of 
stimulation of cholinergic nerve fibres, acetylcholine is released in the 
skin, and this in turn may lead to the liberation of a histamine-like sub- 
stance. ‘Il here is some experimental evidence (Moynahan, 1952) that suitable 
antihistaminic drugs suppress skin reactions of either carbachol (carbaminoy! 
choline) or histamine. It would therefore seem worth while, in cases of 
urticaria of a cholinergic type, to make sure that the antihistaminic given 
shows antagonism towards acetylcholine as well as to histamine. Such a 
drug as ‘benadryl’ should, on this basis, be preferred to ‘anthisan’ 


ECZEMA 
In eczema and dermatitis, whether the cause is known or unknown, the 
condition is essentially one of inflammation associated with vesicle forma- 
tion caused by extra- and intra-cellular a@dema of the prickle cell layer of 
the epidermis (spongiosis). ‘The most disturbing symptom ts that of irrita- 
tion. Owing to the relative slowness of the reaction that takes place in the 
epidermis when eczema or dermatitis occurs, histamine, if formed, cannot 
be responsible for all the components of the reaction (Ungar, 1952). Clinical 


experience would suggest that histamine ts relatively unimportant in this 


sort of reaction, because the antihistaminics, whether taken by mouth or 
applied locally, produce little benefit in most cases. Yet there is a definite 
place for their use in some cases, as irritation is thereby lessened. Applied 
locally to the unbroken skin they may do some good, but if the skin is 


broken they generally do harm. 





ANTIHISTAMINIC DRUGS IN ALLERGY 


PREPARATIONS AND THERAPEUTIC USES 
‘There are so many different antihistaminic drugs available for use that it ts 
obviously impossible to remember the different doses of the various pre 
parations unless constantly ordering them. One antihistaminic preparation 
sold by three different manutacturers, appears under three ditlerent names 


kK 


TABLE 1 
List of some of the antihistaminic preparations available in Great Britain. It doe 
not include nose drops, lotions, cough medicine or other preparations which for 
Various reasons contain, among other myredient in antihistaminn preparation 


Most of the drugs are available as tablets or capsules, sometimes of two 
different strengths. Children over the age of eight years can take adult 
doses, but under this age the drug is generally available as a not unpleasant 


elixir in teaspoontul (4 ml.) doses. Ampoules for injection, nose and eye 


solutions, creams and ointments are available in some, but not all, prepara 


tions (Britton, 1950). The only two official B.P. preparations are mepyram 
ine maleate and promethazine hydrochloride, but it must never be for 
gotten that the choice of an antihistaminic in a given case depends upon the 


individual and his particular reaction to the disease and to the drug. \ 
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suitable antihistaminic preparation has to be chosen for the individual and 
his complaint. ‘Benadryl’ for its anti-cholinergic properties is most useful 
when a short-lasting drug is required for urticaria. ‘Phenergan’ is ideal for 
a long-lasting drug, but unfortunately the side-effects in many people are 
too great for its use except at night. ‘Histantin’ or ‘di-paralene’ are long- 
lasting and do not have such marked side-effects. “hephorin’ does not 
produce soporific effects in many patients and so can be used as a short- 
lasting drug by day only. A combination of two antihistaminics, e.g. 
‘dibistin’, is advantageous to some people. ‘The most recent addition to the 
antihistamine preparations available in this country is ‘ambodryl’. This is 


made up in capsules of 25 mg. 


In the summer of 1952, testing this drug out in 43 patients with seasonal hay 
fever, the results were good or excellent in 24, moderately good in 9, and poor in 10 
Thirty-six had tried other antihistamine preparations previously and, surprisingly, 
as many as 30 preferred ‘ambodryl’ to any other preparation tried, whilst only 3 
stated that they preferred other preparations. The main reason for preference was 
good therapeutic results with minimal side-effects. It would seem that ‘ambodryl’ 
is a definite advance over previous short-lasting types of antihistaminics in cases 


of seasonal hay fever 

When ordering an antihistaminic drug it is as well for the doctor to 
remember the name and dosage for children and adults, of one short- 
lasting, and one long-lasting preparation. [f the patient happens to know 
which preparation suits him best, it is wise to continue with this choice. 
Whatever drug is used it is as well to start on low doses and always to warn 
patients of possible side-etfects. 

SUMMARY 


‘The properties of antihistaminic drugs are many, so that it cannot be said 
with certainty that any beneficial effects observed are due to a histamine 
antagonism. Nor is it known how important is the role of histamine in any 
so-called allergic reaction. Nevertheless, antihistaminic drugs constitute an 
important advance in the symptomatic treatment of some of the allergic 


complaints 
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THE CLINICAL VALUE OF SKIN TESTS 
IN ALLERGIC CONDITIONS 


By R. S. BRUCE PEARSON, D.M 
Physician, King’s College Hospital 


Tue fact that almost every patient with hay fever was found by early 
observers to give a positive scratch test with grass pollen held out great 
hopes that this method of investigation would be equally reliable in other 
allergic disorders. ‘This hope seemed justified when between 1g1o and 1930 
numerous papers were published showing that in certain cases of asthma or 
rhinorrheea, confirmation of proven sensitivities could be obtained in the 


same way or by the intradermal test. ‘These techniques appeared to offer a 


simple and scientific method of establishing clinical sensitivity. ‘This con 


ception proved to be a gross over-simplification which was accepted too 
readily and for which too much was claimed, so that the serious study of 
allergy was thereby for a while discredited. We are now in a position to 
assess the value of these tests in the light of the information that has since 


accumulated 


SKIN TESTS IN COMMON USI 

The scratch test. ‘The suspected allergen is introduced into the dermis 
by applying a drop of the test solution to the skin, after making a light 
scratch through its superficial layers. ‘The scratch should not be more than 
5 mm. in length and should not be deep enough to draw blood. An ‘im- 
mediate’ positive reaction consists of a wheal and reflex erythema which 
will develop after ten to twenty-five minutes at the site of the scratch. In 
contrast, the delayed reaction (induration and erythema) develops in 
twenty-four to seventy-two hours. 

The prick test. This is a modification of the above, and is performed by 
pricking lightly with a needle through a drop of test solution into the super- 
ficial layers of the skin. An immediate type of response develops in subjects 
sensitive to the test solution. 

The intradermal test. ‘This is more sensitive than the scratch and prick 
tests, so that extracts 10 to 100 times more dilute are used. ‘The smallest 
quantity of the solution (approximately 0.01 to 0.02 ml.), necessary to raise 
an intracutaneous bleb is injected. ‘The immediate response occurs in ten to 
twenty minutes, and is shown by development of wheal and flare. A delayed 
response with induration and «edema may occur after twenty-four hours. A 
larger quantity of test material (0.05 to 0.1 ml.) is used to elicit this type 
ot reaction. 

The Prausnitz-Kiistner test... Approximately 0.05 to 0.1 ml. of the 
patient’s serum is injected into the dermis of a control subject. After an 
interval of six to forty-eight hours, injection of test material to which the 
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patient is sensitive will cause a wheal and reflex flare at the site of the 
injected serum, but not in untreated areas of the control subject's skin. It 
the patient is allergic to a particular food, consumption of this food by the 
control will be followed in half an hour by a reaction at the site of the 
injected serum. This test, because of its complicated nature, is seldom used 
in practice but is of great theoretical importance. 

The electro-phoretic test. -Vhis is a modification of the scratch test in 
which the test material is introduced into the patient’s dermis by means of 
an electric current. Although this ingenious method has the theoretical 
advantage that many tests can be carried out simultaneously, technical 
difficulties at present make it unreliable. 

The patch test. The suspected allergen itself, or a piece of lint saturated 
with a concentrated solution, is placed in contact with the skin and covered 
by a layer of cellophane, overlapped by adhesive plaster. A positive reaction 
is shown by erythema and vesiculation, or more rarely purpura, in twenty- 


four to seventy-two hours 


rYPES OF REACTION 
These tests reveal the presence of an antigen-antibody mechanism in the 
patient. ‘he most important of these are briefly as follows: 
The atopic mechanism.-In atopy, specific antibodies (sometimes called 
reagins) Circulate in the serum and are also fixed in the cells of the skin and 
mucous membranes. When, by means of the scratch, prick, or intradermal 


tests, the atopen (allergen) is brought into contact with antibody in the 


skin, histamine is liberated, possibly in association with other cell meta- 
bolites, and an urticarial type of reaction develops within a few minutes. An 
‘immediate’ response is therefore characteristic of atopy. If no antibodies 
are present, no reaction develops unless the test solution contains a primary 
irritant: it will then give a reaction in all or nearly all subjects tested. ‘The 
Prausnitz-Kiistner test reveals the presence of atopic antibodies circulating 
in the patient’s serum 

The tuberculin type of mechanism. ‘his is shown by a delayed reaction 
developing after twenty-four to seventy-two hours, such as is seen typically 
in the von Pirquet test and its modifications. An area of induration with 
inflammatory changes develops at the site of the antigen antibody combina- 
tion. ‘The exact nature of the antibody is uncertain, but there is some evi- 
dence that it is carried in the white cells (lymphocytes) of the blood (Chase, 
1y45) to combine with the antigen which has been introduced into the dermis 
‘There ts no evidence that histamine is liberated. Antibodies to streptococcal 
and other bacterial antigens give similar reactions when brought into contact 
with a killed suspension of bacteria or their exo- or endo-toxins. Various 
non-bacterial substances, including horse serum, certain chemicals and 
drugs, especially the heavy metals (Haxthausen, 1949) and fungi, may also 
cause this type of sensitization. 


The eczematous reaction, as evoked by the patch test, is the result of 
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combination of allergen with an antibody which ditters trom the atopic 
antibody and which is present in the cells of the epidermis. A positive reaction 
develops twenty-four to seventy-two hours after application of the patch 

erythema with formation of papular or vesicular lesions takes place. It ts 


possible that the eczematous and the tuberculin type of reaction are both 


evidence of the same antigen-antibody mechanism 

Other antigen-antibody mechanisms have been described in allergic 
conditions. For instance, in ‘sedormid’ purpura the antigen ts probably a 
combination of ‘sedormid’ with platelets or capillary endothelium. ‘This 
complex antigen combines with an antibody present in the serum, with 
consequent destruction of platelets and damage to the capillary endo 
thelium. A patch test with ‘sedormid’ will in such cases lead to localized 


injury to capillaries with formation of a purpuric rash (Ackroyd, 1951) 


ATOPIC CONDITIONS 
‘These include asthma, flexural eczema, hay fever and rhinorrhava, urticaria, 
angioneurotic cedema, and certain cases of vomiting, diarrhava and migraine 
Some cases of allergy to drugs are also included under this heading, but 
drug allergy is so complex a problem that it is discussed separately. In all 
these conditions (although not in every case) both circulating and fixed 
antibodies may be demonstrated, and the atopic reaction which has already 
been described can be evoked by testing with the appropriate extracts 


Inhalants and foods are the most common types of atopen 


INHALANT SENSITIZATION 

Certain substances, especially plant pollens, are not only potent allergens, 
but are readily extracted in watery solution. ‘Thus there ts a close corre 

pondence between clinical allergy to pollen and the presence of positive skin 
reactions. In hay fever, and pollen asthma, the scratch or prick test pro 
vides reliable confirmatory evidence of sensitization. Severe reactions ar 
liable to follow intradermal tests. Although it may be argued that skin tests 
are unnecessary in the typical patient whose symptoms occur only from the 
end of May to mid-July, many give a less clear history because they are also 
sensitive to other atopens or, if asthmatic, they may develop symptoms duc 
to bacterial intection. In these cases skin tests with grass and other pollens 
are invaluable. Errors may occasionally occur because (1) the skin ts les: 
sensitive than the shock organs (nose or bronchi); (2) the extracts used are 
either too weak to cause a reaction or are contaminated with other pollens 
so that false reactions are obtained. It must also be remembered that an 
individual who has had hay fever in the past but no longer suffers from it, 
may still give positive skin reactions: this effect should be compared with 
the tuberculin test, which shows that a primary tuberculous infection ha 
taken place but gives no indication as to whether active tuberculous disease 
is present or not. ‘Thus, even in pollen allergy, the results of the skin test 


must be assessed only after consideration of the patient's history 





364 THE PRACTITIONER 


Other common sources of sensitization are house dust, feathers, horse 
hair, dog hair and orris root (the basis of most face powders). ‘They can all 
be readily extracted but are more difficult to standardize than pollen eXx- 
tracts. If the scratch test is employed it will be found that many patients in 
whom the history provides evidence of sensitization will fail to give re- 
actions; if the intradermal test is employed more reactions will be obtained 
than can be confirmed clinically. My own preference is for the latter, except 
in testing for pollen sensitization. It will commonly be found that the patient 
with asthma or rhinorrheea who reacts to one of these extracts will react to 
several, and this is not surprising since the atopic state is one in which 
sensitization to reagins of all kinds takes place with unusual facility. The 
degree of clinical sensitivity to these agents varies, and the precipitation of 
symptoms also depends upon the extent of exposure, so that confirmation 
of positive tests is not always easily obtained from the history. ‘Thus, one 
patient, who gave a reaction to feathers but was not aware of clinical sen- 
sitivity, subsequently remembered that a visit to a factory where down was 
used for filling eiderdowns and pillows had to be terminated abruptly 
because of asthma. ‘Those who are sensitive to dog hair can often tolerate the 
presence of small smooth-haired dogs, but not large rough-haired types 
Finally, it has been shown that a small proportion of people with no known 
history of allergy will react intradermally with solutions of these materials 
in the strengths commonly used for testing; if stronger extracts are used a 
still greater number of control subjects will react. ‘These effects cannot be 
due to the presence of irritants, which would cause reactions in almost all 
subjects, and must indicate that a subclinical sensitization is present in many 


apparently normal people. Routine testing is now usually limited to eight or 


ten common causes of atopic sensitization and special tests are carried out 
with materials encountered at work or other suspected substances. In spite 
of these difficulties, useful information concerning inhalant sensitization can 
usually be obtained by scratch and intradermal tests, and no one who is 
interested in this group of diseases should fail to make use of them. Positive 
reactions should be regarded as hints, which if followed up may lead to 
information ot therapeutic importance. 


FOOD SENSITIZATION 
Food sensitization is less easy to assess. Those patients who give a clear 
history of urticaria, vomiting or asthma shortly after eating certain foods, 
commonly give a well-marked immediate reaction when tested by the 
scratch or intradermal methods. This is especially so when eggs, milk or 
fish are the sensitizing foods. Apart from this small group of patients, who 
well know what foods upset them, the clues provided by skin tests are more 
often than not misleading. Negative responses are often obtained in patients 
with proven sensitivities. Reactions are seldom obtained with fruits and 
vegetable extracts even when the history is definite. This is due partly to 
the fact that some of these extracts, e.g. apple, are unstable in solution and 
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become inert after two to three days. In some foods, such as onions, the 
atopen (antigen) is probably contained in the essential oil which is not 
extracted by the usual methods. Others, such as wheat, give more reactions 
than can be confirmed clinically, especially if the intradermal test is used: 
this may be partly explained because wheat is a grass, and it has been shown 
that an extract of any part of the grass shares the antigenic properties 
of grass pollen. Infants with atopic eczema commonly give skin reactions to 
egg, milk, or other articles of diet which may have been factors in the causa- 
tion of their symptoms; uften, however, omission of these articles from their 
diet fails to improve them, and those cases which respond to dietary 
omissions continue to give positive reactions for many years after eating 
these foods with impunity. In the great majority of cases with urticaria, 
angioneurotic edema and migraine food tests are particularly disappointing, 
perhaps because, contrary to popular belief, food sensitization has little to 
do with their causation. 

It may therefore be concluded that tests with foods seldom provide in- 
formation of value, although in rare instances an unsuspected sensitization 
may be indicated and, more commonly, one that is recognized by the patient 
may be confirmed. 


BACTERIAL SENSITIVITY 

The Mantoux and the tuberculin patch tests are commonly used to obtain 
evidence of sensitization to tuberculin acquired as the result of a primary in- 
fection. Tests with streptococcal and other bacterial toxins have been used 
for research purposes, but are of little practical value in clinical medicine 
Most people in the course of life acquire a sensitization to many common 
bacteria, and there is no obvious relationship between the symptoms of 
disease and skin sensitization to these organisms. In particular, these tests 
have not proved of any value in helping to decide if asthma occurs as the 
result of sensitization to the bacterial flora of the respiratory tract. Skin 
tests for brucellosis are sometimes of value, but these, too, remain positive 
after the active infection is burnt out. 


CONTACT DERMATITIS 
The patch test in this condition often provides valuable confirmatory evi- 
dence of sensitization to materials encountered at home or at work and 
suspected to be the cause of eczema. Sensitization to certain drugs and 
chemicals can be demonstrated, and the test is of special value in determining 
which of several substances used in an industrial process or contained in 
material known to give rise to symptoms, is responsible. Skin lesions due to 


contact with plants such as daffodil or primula can also be reproduced, 


Once more it must be stressed that the immunological basis of this test 
differs from that for the scratch and intradermal tests used in atopy; these 
tests will usually be negative in contact dermatitis and cannot be used as 
alternatives. 
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DRUG ALLERGY 
This is not only a problem of considerable complexity but one of increasing 
importance. A number of immunological mechanisms may be evoked, in- 
cluding the skin sensitizing systems already referred to. Some drugs evoke 
only one type of allergic response, dependent upon one immunological 
mechanism, ¢€.g. purpura in ‘sedormid’ sensitization. Other drugs are 
capable of provoking several different kinds of immunological response in 
different patients, or sometimes in the same patient. ‘Thus, administration 
of penicillin may be followed by an immediate atopic type of response, a 
delayed effect resembling serum sickness, an eczematous eruption or a 
localized inflammatory reaction at the site of injection. It is therefore not 
surprising that positive skin reactions have been obtained with all kinds of 
testing techniques, and include immediate (urticarial) and delayed (papular, 
vesicular or purpuric) reactions. In spite of this, skin tests are not reliable 
guides in drug allergy. ‘The patch test is certainly of most value, often con- 
firming sensitization of the type that affects the skin in the form of eczema, 
purpura, or erythema, and occasionally being positive in other clinical forms 
of allergy. ‘The immediate reaction to scratch or prick test is rarely obtained 


except in sensitization to biological products such as liver or insulin, and less 


often the antibiotics. It may help then to differentiate one preparation which 
can safely be used, from another which will cause reactions. The delayed 
‘tuberculin’ type of reaction is sometimes positive, particularly in arsphen- 
amine and mercury sensitization. Crossed-sensitization can sometimes be 
demonstrated in substances of similar chemical constitution, e.g., the ‘para’ 
group, which includes sulphonamides, PAS, procaine, and the azo dyes 

In the majority of cases of drug sensitization, however, the skin tests are 
negative, and their use is therefore limited. In aspirin sensitization, for 
example, positive skin tests are rarely obtained. Some of the possible reasons 
for such failures are as follows: 

(1) ‘The drug may act as a haptene combining with body protein to become 
antigenic (Landsteiner, 1945). The drug alone will often fail to evoke a 
positive skin test. 

2) Sensitization may occur to breakdown products of the drug 

(3) Sensitization may be limited to organs other than the skin 

(4) Following a severe generalized reaction the patient may become 
anergic, and temporarily unresponsive. 


MISCELLANEOUS CONDITIONS 
Delayed skin reactions of bacterial type are commonly obtained by the 
intradermal technique with horse serum after this has been given thera- 
peutically (Moss, 1910), but there is no clear-cut relationship between the 
presence of these reactions and the likelihood of serum sickness developing 
after subsequent injections. ‘Those who give positive reactions will often 
tolerate serum without ill-effect. ‘The Casoni test for Echinococcus intesta- 
tion and similar tests for other helminths are sometimes useful; the Casoni 
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test is said to give go per cent. of positive immediate reactions when in- 
festation has occurred. The tests remain positive after elimination of the 
worm. The Frei test for lymphogranuloma inguinale (delayed response) ts 


also a useful diagnostic sign 


SUMMARY 
Skin tests do not provide a short cut to speedy diagnosis, and in the hands 
of those who expect too much they are often misleading. ‘They demonstrate 
the presence of antigen-antibody mechanisms which are not necessarily 
associated with symptoms in every case in which they are present. 

In investigating cases of allergic disease the history is always of para- 
mount importance. In asthma, hay fever and rhinorrhora, skin testing, par- 
ticularly with inhalant materials, provides a valuable subsidiary means of 
investigation In food allergy there ts a less « lose correspondenc e between the 
presence of skin tests and symptoms, and particularly in urticaria and angio- 
neurotic «edema they are of little value. Patch tests are of undoubted help in 
eczema, and are used mainly to confirm or disprove epidermal sensitization 
to a suspected agent with which the patient comes in contact. ‘They are also 
of limited use in drug allergy 

Tests for bacterial sensitization are seldom used, with the exception of the 
various modifications of von Pirquet’s test for tuberculin sensitization. ‘The 
Casoni and Frei tests have their occasional uses 

Further improvements can be expected in the results of skin testing when 
the antigenic materials in pollens, moulds and foodstutfs have been more 
accurately analysed, so that chemical as opposed to clinical methods of 
standardizing extracts become available. Apart from their practical clinical 
value, skin tests have been an essential tool for research into the immuno- 
logical processes whi h underlie all allergic disorders 


It must be remembered that factors other than allergy often play an 


important part in these disorders. Secondary infection, emotional dis- 


turbances and many little-understood non-specific factors may be of pre- 
dominating importance in asthma, migraine, urticaria and angioneurotic 
«edema. In eczema, the lesion is often caused or maintained by irritants, 
emotional factors or trauma. It is therefore not surprising that in many 
patients with these disorders skin tests are of little help 

In carrying out such tests the conditions trom which the patient ts suffer- 
ing, the past history, the qualities of the testing solution, and the method of 
testing employed must all be borne in mind. In conclusion, it may be said 
that skin tests, like any other laboratory test, must always be considered in 
association with other clinical findings. 
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UPPER RESPIRATORY INFECTION IN ITS 
RELATION TO ALLERGY 


By C. HAMBLEN-THOMAS, M.B., B.S., F.R.C.S. 


Surgeon, Ear, Nose and Throat Department, West London Hospital; 
Surgeon, Metropolitan Ear, Nose and Throat Hospital 


‘THE part that infection plays in allergy is diverse and complex; also, un- 
fortunately, much of it is arguable. Scientific and clinical investigation has 
elucidated many of its mysteries, but there is still much to be done to estab- 
lish it on a firm basis of known facts rather than on conjecture and fancy. 


CLASSIFICATION OF RESPIRATORY ALLERGY 
For the sake of clarity let it be accepted that infection can complicate, 
initiate or even originate an allergic state. How great a factor infection is in 
the patient’s condition the investigator has to assess. For the purpose of 
this article | propose to adopt that classification of respiratory allergy which 
recognizes three types: 

(1) The frankly allergic type with an inherited tendency to allergy, and 
giving a family history of allergy of varying potentiality. ‘The inhalants and 
positive skin tests are particularly associated with this type. 

(2) The induced type with no discernible tendency and usually negative 
skin tests. It arises from repeated impacts of allergens, either alimentary 
or chemical. 

(3) Bacterial allergy which arises from repeated specific bacterial invasions. 

This last group I propose to discuss as a separate entity at the end of this 
article. 

The interaction of infection and allergy is remarkable in that infection 
increases the sensitivity to the allergen and, in reverse, the allergic con- 
dition of the respiratory mucous membrane increases the tendency to in- 
fection, and so there is a mutual build-up. Removal of infection always im- 
proves the allergic state and not infrequently prevents an extension of the 
disease, and cures it. 

In many cases, some of the symptoms characteristic of chronic infective 
catarrhal nasopharyngitis of childhood, such as the recurrent nasal obstruc- 
tion and discharge, the large tonsils, and the cough at night, are due to 
allergy alone. If such children are given an antihistaminic, e.g. ‘elixir 


phenergan’ three times a day with a nasal ointment of yellow mercuric 
oxide ointment with 0.5 per cent. ephedrine for use at night, the improve- 
ment in the local condition and general well-being are remarkable and 
illuminating. A painstaking inquiry into the family history and the history 
of past illnesses or diet intolerance will sometimes elicit a pointer to the real 


trouble. 
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It must be remembered that the allergic upper respiratory mucous mem- 
brane is vulnerable to infection. A cursory examination may, therefore, lead 
the unwary into concluding that infection is the whole story whereas it is 
only a transitory event at first. The persistently infected child has bouts of 
pyrexia necessitating his going to bed, the cervical glands become enlarged 
and noticeable to the parent, and ear symptoms, mild or serious, are com 
mon. Often there is some anawmia and in the allergic child the eosinophils 
are increased. 

When infection becomes established and is apparently only, or mainly, 
in the postnasal space and nasal sinuses, with a cooperative and confident 
child, one may have success with the replacement method using ephedrine 
and penicillin in normal saline. Surgical intervention is required when all 
else has failed. 

TONSILS AND ADENOIDS 

It is well known that in the potentially allergic patient the onset of allergu 
rhinitis, or perhaps more particularly asthma, may be started by an acute 
nasal infection. Knowing this tendency for infection to worsen an allergu 
state, in all cases of respiratory allergy any septic focus in the upper respira 
tory passages should be treated at the earliest opportunity. ‘his particularly 
applies to children with infected tonsils and adenoids, but under the age ot 
one year it is preferable to delay any operation and to treat the allergic 
phenomena. ‘The respiratory allergy which appears in the infant is usually 
asthma, whereas in the child of ten years or so, it is usually an allergi 
rhinitis which, however, may later develop into asthma 

Examination of the nasopharynx in the allergic child usually reveals 
hypertrophied lymphatic tissue, large tonsils and adenoids, but such en 
largement does not call for surgery, as it is an allergic characteristic. It is 
notable that they are much smaller under an anasthetic. Further, in the 
therapeutic approach to all children’s tonsils it will be remembered that they 
are there for the purpose of protection and gradual auto-inoculation. If they 
are removed needlessly in the allergic child there is the danger of a physical 
and emotional upset, and a more serious allergic condition may arise as a 
result. Doubtless many tonsils of an allergic nature are removed unwittingly, 
and without any benefit 

In these purely allergic cases the adenoids may not be intected and the 
opaqueness of the sinuses 1s due to thickened ellergic mucosal lining. If the 
tonsils are infected they will be red and accompanied by cervical adenitis 
with a history of pyrexial attacks, and when the adenoids are infected there 
will be a postnasal discharge of muco-pus and enlarged glands in_ the 
posterior triangles of the neck; also the maxillary antra are not unlikely to 
suffer some infection at the same time. ‘The examination of a swab trom the 
nose or throat will show infection with Streptococcus hamolyticus or viridans, 


pneumococcus, staphylococcus, Micrococcus catarrhalis, or the influenza 


bacillus. Whichever is found should be preserved to make an autogenous 


vaccine for later treatment 
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If the tonsils are infected they must be completely removed by dissection, 
together with the adenoids, the child being under complete allergic control 
and in the best state of health. It is wise to use a preoperative sedative. Any 
remaining infected lymphatic tissue is best treated by radium on a special 
carrier as recommended by Crowe. After recovery from the effects of the 
operation an autogenous vaccine is given cautiously in small and slowly 
rising doses. Overdosage will precipitate a condition worse than before the 
operation. 

With a successful operation the improvement in the patient is marked and 
may be considerable; in fortunate cases it may be lasting. ‘There is a ten- 
dency, however, for the lymphoid tissue to recur in these allergic children, 
and if there is infection the treatment will have to be repeated. Certain spas 
specializing in treating these children, such as La Bourboule, are worth 
considering as either a pre-operative or post-operative measure. Besides 
having suitable medical treatment, the environment is changed and the 
children are separated from anxious parents and gain confidence by as- 


sociating with other children. 


ALLERGIC RHINITIS 

\s in the nasopharynx, so in the nose and nasal sinuses careful examination 
and assessment are necessary to decide whether their condition is (a) purely 
allergic, (b) infected allergic, or (c) simple infected, and what influence this 
has on the general condition. In a child, particularly, an allergic rhinitis may 
superficially simulate the catarrhal rhinitis so commonly found in associa- 
tion with infected tonsils and adenoids. Sneezing may be slight or absent 
and there may be little rhinorrhaea. On examining the purely allergic nose 
it is found to be lined with a swollen, moist, pale, cyanotic membrane. In 
the adult it is usual also to see pale, firm and rather rugged polypoid tissue 
arising from the middle turbinates and middle meati, frequently blocking the 
upper nasal passages; all too often there is also a history of many operations 
These polypi are quite different from the semi-translucent mobile polyp: of 
ordinary chronic nasal infection. 

In the early stages of an allergic rhinitis the nasal smear, which is best 
obtained by expelling the secretion into a paper handkerchief, shows a 
number of eosinophil cells to the extent of 10 per cent. or more. A biopsy 
of the nasal mucous membrane shows diminished cilia, thickened basement 
membrane, eosinophils in quantities and water-logged tissue. If there is a 
superadded infection, and this usually occurs eventually, the mucous mem- 
brane becomes reddened and bathed in purulent secretion. ‘The eosinophils 
disappear from the nasal smear and leucocytes take their place 

Pure allergic rhinitis is caused by the direct contact of inhalants with the 
nasal mucosa, the seasonal type being due to the pollens and the perennial 


type to other inhalants. Sneezing bouts are more severe in the morning and 
evening, probably because there is more pollen about then; also there is a 
variation in the temperature at those times. Positive skin tests are the rule, 
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and there is usually a response to treatment with the antihistamines 

When the allergic rhinitis becomes complicated by infection the obstruc- 
tion to nasal drainage is greater, and as a result frontal, intra-ocular, and 
occipital headaches become severe with probably some pyrexia in the even- 
ing. Drainage to the sinuses being blocked these become full of pus under 
pressure. ‘The infection may then extend to the lungs, either by way of the 
lymphatics or by postnasal drip, and if there is asthma this becomes com- 
plicated by bronchiectasis with a change in the character of the sputum, 
which now contains yellow nummult of pus 

his infection of the nose and sinuses should be treated at the earliest 
opportunity by drainage, local applications, inhalations, and drugs. ‘The 
best control of the underlying allergy should be obtained before operating, 
and the minimum amount of operating that will meet the case should be 
done, as there is a grave danger of precipitating a worse or more extensive 
condition of the allergy. Even such a simple procedure as puncturing and 


washing out a maxillary antrum may initiate status asthmaticus 


rREATMENT OF NASAL SEPSIS 
Surgery. Operations on the nose to relieve infection should be of as limited 
an extent as possible to clear up the sepsis. ‘The anasthetic must be non- 
irritating to the respiratory tract and a general anasthetic is preferable to 
local anaesthesia. Every me&ns must be taken to disturb or frighten the 


patient as little as possible. A simple intranasal antrostomy ts often sufhcient, 


especially if the infection is not of long standing, rendering possible the 


washing out of the antra daily, or as required. Acriflavine | have found ex 
cellent in 1:1000 solution, but if there is any sensitivity to it, | use a normal 
saline solution with perhaps some ephedrine added Should there be ad 
crowding of the upper n isal passages, removal of the anterior ends of the 
middle turbinates must be done to relieve the frontal sinuses in particular, 
although when the antra recover the a@dema arising under the middle tur 
binate from their infection will probably subside and allow the other 
sinuses to clear themselves. Infective mobile nasal polypi should be re- 
moved but there should be no attempt to remove boggy and thickened 
mucous membrane from the walls of the nose as it is necessary to conserve 
all mucous membrane that is possible. Exenteration of the sinuses should 
be avoided and considerable judgment must be used before doing a Caidwell 
Luc operation and removing the lining membrane of the maxillary antrum 

Drugs and other measures. Antibiotic and other drugs have done much to 
reduce the necessity for operation. ‘The important thing is to recognize and 
treat infection at its onset, because the chance of success varies directly with 
the duration of disease. 

In many cases a successful cure of the infection can be safely obtained by 
the displacement treatment of Proetz, even in the acute stage. When the 
infection is chronic, short-wave therapy has helped, but usually it is dis 
appointing. Vaccines should be used with care 
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Lately, ACTH, followed by cortisone, has made it possible to safeguard 
the allergic patient if an operation becomes necessary, but it is as well to 
use an antibiotic at the same time as the resistance to infection is lowered by 
these two drugs and the disease may get out of hand. Stewart and Kawa, 
among others, have drawn attention to the uses of ACTH and cortisone in 
the treatment of allergic disease, and these are fully discussed in this sym- 
posium by Dr. Sherman (p. 347). Before an antibiotic is used the sensitivity 
of the patient should be tested. The allergic reaction usually recurs after the 
use of ACTH is stopped. ‘Treating the allergic condition alone will not be 
successful in clearing up the condition when infection is present and un- 
treated. 

Sprays used for the nose should be slightly on the acid side rather than 
the alkaline as the latter inhibits the action of the cilia, and for this reason 
the spraying solution should be made up with normal saline solution. Oily 
preparations should be avoided because they paralyse the cilia, and with 
prolonged use the oil may accumulate in the lungs, especially in children. 

Spa treatment, which includes the usual spray, drug and preventive treat- 
ments, has been helpful in many cases, either by virtue of the altitude, clear 
dry air or some other property peculiar to the spa. 

So far, this article has dealt mainly with respiratory allergy but removal 
of upper respiratory infection benefits other allergic manifestations, such as 
the skin allergies. Méniére’s syndrome and migraine, which many authorities 
consider are often, if not always, allergic in origin, often improve on removal 
of the nasal sepsis, the relief being due to a direct or indirect effect. 


BACTERIAL ALLERGY 
Bacterial allergy and its effects on the respiratory passages | have reserved 
for separate consideration as many authorities do not agree that it is a 
specific allergic condition. ‘The theory of this condition ts that repetitive sub- 
acute nasal infections, such as the common cold, result in a constant flow of 
bacterial allergens into the system which make the patient sensitive to colds 


and eventually to bronchitis. It is most commonly associated with the 


‘catarrhal’ child who at a certain age ceases to make progress in spite of 


apparently adequate supplies of tonics, cod-liver oil, and vitamins. His 
troubles usually begin when he starts school life, when his studies are 
interrupted by being kept at home on account of recurrent colds. ‘The mother 
will say that he was all right until he started school. It may be said that this 
kind of history would fit many children and have suitable explanation, but 
there are certain fine points of difference in history and symptoms that 
distinguish these children from others and are considered of such diagnostic 


importance as to justify the labelling of their condition as a bacterial allergy. 

Intradermal tests are inconclusive, but in favour of the theory there is an 
increased eosinophilia, and removal of the infection corrects this and re- 
turns the patient to normal, unless asthma is already present; this will 


persist 





DRUG IDIOSYNCRASY AND DRUG 
SENSITIZATION 


By GEORGE DISCOMBE, M.D., B.S« 
Pathologist, Central Middlesex Hospital. 


‘Ignorant doctors, and even learned ones when they are forgetful, are often 


poisoners.’—Voltaire, ‘Dictionnaire philosophique’ 

Tue effect of a drug on patients usually varies in degree but not in kind; the 
injection of 10 mg. of morphine produces drowsiness, very marked in an old 
woman and slight in a strong young man. Sometimes a patient responds to 
a drug in a manner which is unusual tn kind, as well as in degree, and this is 
often termed drug idiosyncrasy. Idiosyncrasy is a term which lacks clear 
definition and therefore includes every departure, in degree or in kind, from 
the normal response. ‘The term sensitization ts derived from classical 
immunology ; it is applied to reactions which are unusual in kind, but appear 
only on a second or subsequent exposure to a drug. Drug sensitization has 
many similarities to the phenomena of immunization, and in its clinical 
forms is related to the allergies rather than to any direct toxicity 


THE PROCESS OF SENSITIZATION 
Landsteiner and his pupils showed that artificial antigens could be made 
from simple chemical substances by combining them with protein. ‘The 


specificity of each artificial antigen and of the antibody to it, was determined 


by the structure of the simple chemical substance or haptene. Landsteiner 
and Jacobs (1935) studied a series of related substances (isomeric chloro- 
dinitro- and trinitro-benzenes), and their capacity to produce hypersen- 
sitivity. ‘They found that substances which caused skin hypersensitivity 
combined with protein, whereas those which failed to produce skin hyper- 
sensitivity would not combine with protein 

This work suggested that skin sensitivity to drugs depended upon the 
combination of the drug, acting as a haptene, with a protein from the 
patient’s body: a similar mechanism can be postulated for other forms of 
drug sensitization. Unfortunately some drugs which cause sensitization do 
not combine with protein—-at least so far as our present techniques allow 
us to ascertain. 

Zozaya in 1932 claimed that protein was not essential as a cacrier for the 
haptene, but that any colloid, such as colloidal particles of collodion, could 
absorb haptenes and cause them to become complete antigens. ‘his hypo- 
thesis would complete that suggested by Landsteiner and Jacobs’ work 
but unfortunately Zozaya’s work has never been satisfactorily repeated. We 
still think of drug sensitization as an immunological process with the drug 
acting as haptene, but the hypothesis is obviously inadequate and requires 
thorough re-investigation. 

It is possible that skin sensitization is a common manifestation of sen- 
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sitivity because the skin protein, while changing into keratin, can behave as 
a protein foreign to the host, after it has been modified by a simple chemical 
and absorbed through a raw surface. Some bacteria contain proteins which 
combine readily with agar and other polysaccharides to form complete 
antigens (Morgan, 1937); and others, if grown in agar medium, give rise 
to specific anti-agar antibodies in antisera prepared against them. Only 6- 
hamolytic streptococci of Lancefield’s group A have this power if they are 
exposed while living to an agar solution and then washed before killing 
(Glynn and Holborow, 1952). It may be that such organisms are particularly 
efficient producers of complex antigens, and their presence may facilitate 
drug sensitization. 

Sensitization to drugs which are injected or taken by mouth is less 
common than sensitization to drugs which are applied to the skin surface 


(Phillips, 1946); nevertheless it is well known that metabolites and drugs 


are often bound to various plasma proteins—Evans’ blue to albumin, iron 


f 


to a @-globulin, penicillin and the sulphonamides to albumin. In such cases 
there must be an equilibrium between drug adsorbed on to protein and that 
free in the plasma water; drugs which are closely attached to protein should 


be the more potent sensitizing agents. 


rHE RESPONDING PATIENT 

On the analogy of the allergic subject who is sensitized easily to almost 
every antigenic insult, it might be imagined that some individuals would 
become sensitive to all kinds of drugs, whilst others would be immune to all. 
Carlinfanti and Cavalli (1947) have shown, however, that in a normal popula- 
tion the response to different antigens is random, and subjects who become 
sensitized to one drug behave like samples of a normal population. ‘The 
sensitizing power of the different drugs varies; most individuals can be 
sensitized to local analgesics of the benzocaine class by prescribing them for 
ano-genital pruritus, whilst about 30 per cent. of those exposed become sen- 
sitized to streptomycin, and still fewer to the non-protein substance primulin 
found in Primula obconica. It is known that rabbits will acquire cutaneous 
sensitivity to arsphenamine only when their diet is deficient in green 
vegetables, so some dietary factor, perhaps vitamin C, may be involved 
(Sulzberger, 1930; Landsteiner and Chase, 1936). 


rHE RESPONDING (OR SHOCK) ORGAN 
Allergic subjects usually inhale the antigen to which they are sensitive; it 
is concentrated in the nasopharynx, and there stimulates the rhinorrhea 
usually described as hay fever; it may be absorbed into the bronchi, and 
absorbed there may stimulate the bronchial musculature, causing asthma. 
Sometimes, and more commonly than is usually believed, the offending 
antigen is ingested and causes skin rashes, gastro-intestinal upsets, and 
chronic malaise, unless it is identified and eliminated. Drug sensitization 
rarely causes such symptoms: most commonly the skin is affected, less 
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commonly the blood-forming organs, and least commonly asthma and hay 
fever appear. The new drug, ‘butazolidin’, however, seems to cause bleeding 


from the gastro-intestinal tract in susceptible subjects 


SKIN SENSITIZATION 

‘There can be few drugs which cannot cause a dermatitis in some unusually 
susceptible subject, but not every skin rash need be ascribed to drugs, for 
during the last few months a population of only 200 has produced a scaly 
dermatitis of the hands caused by a synthetic detergent, a chronic eczema 
caused by white flour, and a dermatitis due to Primula obconica 

The skin becomes sensitized most easily if the drug be applied directly 
to it, especially if it is applied to a raw eczematous area, or to one normally 
exposed to light. Oral or parenteral administration does not readily sensitize 
the skin, but once sensitization has occurred, then oral administration may 
evoke a response. 

\ man sustained a cut over his left eyebrow, which was dressed with penicillin 


sulphathiazole powder. Six months later he received sulphadimidine for a strepto- 


coccal sore throat. Within twelve hours he developed a generalized erythema with 
, developed over his left eyebrow. When the 


intense itching, and a bulla, 3 x 14 cm., 
sulphadimidine was stopped the symptoms subsided during the next twenty-four 
hours 

The most important skin-sensitizing drugs are the antibiotics, the sul- 
phonamides, and the anasthetic esters derived from p-aminobenzoic acid 
They are not particularly potent as skin sensitizers, but the first two groups 
are widely used and are important as life-saving drugs, whilst the last group 
often give cross-reactions with sulphonamides and with p-phenylenediamine 
hair dyes. 

Intithbiotics can cause dermatitis of any degree of severity, from pruritus 
and erythema to urticaria and even exfoliative dermatitis. Streptomycin and 
dihydrostreptomycin cause a dermatitis in about 30 per cent. of those who 
handle the powdered substance. Penicillin, especially when prescribed for 
surface application, can cause severe eczema, but it ts relatively innocuous 
when given parenterally. Failure to remember that parenteral injection may 
cause skin sensitization, however, is dangerous. 

\ woman developed slight fever post partum and was treated with penicillin. The 
fever persisted and the dose of penicillin was increased. A blood transfusion was 
given and within eight hours a generalized bullous dermatitis appeared; the trans- 
fusion officer was accused of having supplied a culture of Staphylococcus aureus. A 
physician then advised the suspension of all drugs then being administered, and the 
trial of an antihistamine. The dermatitis and fever rapidly subsided 

Chloramphenicol and aureomycin rarely cause skin rashes, and if so, 
these are usually simple erythema or urticaria. 

Sulphonamides and sulphones can initiate skin sensitivity. Sulphathiazole is 
reputed to be exceptionally efficient as a sensitizer, but this ill-repute may 
be due to the chance that during the war it was selected as a vehicle for 


penicillin powder and was insufflated into thousands of wounds. Sul- 
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phonamides can render a patient photosensitive (Phillips, 1946), and if the 
recipient is exposed to strong sunlight after a sulphonamide has been 
applied to an exposed surface, the dermatitis may appear earlier and be more 
severe. Acriflavine and proflavine also increase the severity of sulphonamide 
dermatitis, so they must not be used to clean wounds which will later be 
insufflated with sulphonamide powder. In any event, neither penicillin nor 
sulphonamides are particularly efficient therapeutic agents when applied to 
surfaces, and it is doubtful if the complete disuse of penicillin and sul- 
phonamide creams and powders would harm a single patient, now that 
depot penicillins such as procaine penicillin are available. 

The benzocaine surface analgesics are esters of p-aminobenzoic acid, 
which when diazotized and coupled with a protein forms a powerful and 
specific antigen, so it is not surprising that they can initiate skin sensitivity. 
‘They are often advertised for the relief of ano-genital pruritus, but since for 
this condition they are likely to be used for long periods on a sodden, 
eczematous area, they have every chance of causing skin sensitization and a 
dermatitis far worse than the initial pruritus. Dermatologists advise most 
strongly against their use, and recommend in their place simple soothing 
lotions such as calamine or carbolic and magnesium hydroxide lotion (St. 
Mark’s Hospital). 

‘The antihistamines also are found to cause skin sensitization on repeated 
local application. 

The anticonvulsant drugs phenytoin, methoin, and troxidone can cause 
severe dermatitis, although this complication is overshadowed by the more 
dramatic blood dyscrasias which they cause. Because patients often take 
these drugs for weeks without revisiting their doctor, they (or their parents 
or guardian) should be warned to call the doctor at once if a skin rash, 
malaise, or fever develops. 

Other drugs known to cause dermatitis include the thiosemicarbazones, 
p-aminosalicylic acid, organic arsenicals, and the barbiturates, especially 
phenobarbitone (Sneddon and Leishman, 1952). lodides produce a papular 
dermatitis with central necrosis, whilst bromides and thiocyanates may cause 
an acneiform rash. 

rHE BRONCHI 
The bronchial musculature is rarely sensitized by drugs. Aureomycin has 
caused at least one case of asthma, and aspirin is well known to provoke 
severe asthmatic attacks, and even status asthmaticus when given to asth- 
matic subjects or even to persons with nasal polypi. 


THE EFFECT OF DRUGS ON THE BLOOD 
The cells of the blood and their precursors in the blood-forming organs are 
sometimes destroyed by drugs, and this action 1s becoming increasingly 


important as more and more new drugs are synthesized. Since blood dys- 
crasias often kill the patient, the drugs which cause them set up new prob- 
lems of public health and of ethics: When is it justifiable to use drugs which 
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may endanger life? Such questions can be answered only when the problem 


is fully understood. There seem to be two types of blood dyscrasia caused 
by drugs: the one with acute onset and often severe general and subjective 
symptoms ; the other with insidious onset, and symptoms appearing only 
days, weeks or months later, perhaps after the drug has been stopped. ‘The 
blood dyscrasias with sudden onset are typical allergic reactions; those 
with insidious onset suggest a direct toxic action on the blood-cell pre- 
cursors. 

Blood dyscrasias with acute onset are typified by the agranulocytosis 
caused by amidopyrine. In a sensitive subject the granulocytes disappear 
from the peripheral blood within an hour of a test dose of 100 to 300 mg. of 
amidopyrine. If only a single small dose is given, recovery takes place 
within a few hours; but if larger, or repeated, doses are given the marrow is 
affected: first the mature cells, then the metamyelocytes, then the myelo- 
cytes disappear, so that finally only promyelocytes or only reticulum cells 
remain (Rohr, 1936, 1951). Dameshek and Colmes (1936) were able to 
demonstrate skin sensitivity, not to amidopyrine itself, but to a mixture of 
amidopyrine with blood serum which had been allowed to stand for ten 
days. Finally, Moeschlin and Wagner (1952) have demonstrated that when 
amidopyrine is given to a sensitive patient a leucocyte-agglutinating factor 
appears in his blood: this factor ts effective im ertro, and a transfusion of 
300 ml. of blood from the sensitive subject, taken an hour after a dose of 
amidopyrine, will reduce a normal recipient’s granulocyte count from 4000 
to 500 per c.mm. within a few minutes. ‘here is no evidence of a leucolysis ; 
the leucocytes are agglutinated and filtered off, probably in the lungs 

Other drugs cause similar sudden attacks of granulocytopenia, probably 
through a similar mechanism; these include ‘novalgin’, ‘butazolidin’, anti- 
thyroid drugs (thiouracil and methimazole), methoin and its allies, troxidone, 
the antihistamines, sulphonamides, ethopropazine (‘lysivane’), diethazine 
(‘diparcol’), isonicotinic acid hydrazide, and pamaquine 

Thrombocytopenic purpura can also be caused by a drug acting through a 
similar mechanism. In ‘sedormid’ purpura Ackroyd (1949) has shown that a 
minute test dose of ‘sedormid’ (allylisopropyl acetylcarbamide) administered 
to a sensitive patient causes agglutination of the platelets, which undergo 
lysis in the presence of complement. The purpura of quinine and related 
alkaloids (Dawson and Gabarde, 1930, 1931) is probably mediated through 
a similar mechanism, as may be those due to phenytoin and troxidone, 
although so far no experimental proof has been obtained 

Allergic hemolytic aneemias are rare in Britain. Favism is such an anemia 
due to an antigen of the broad bean, Vicia faba. Its onset is sudden, with 
fever and malaise occurring within an hour or two of exposure to the antigen 
Baghdad spring anemia is a similar disease caused by the pollen of spring 
flowers. Both these anamias occur in special populations, favism among 
Sardinians and their descendants, Baghdad spring anamia among pasty- 
taced male Jewish intants with a fair complexion 
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Only one drug is known to cause a similar anemia of sudden onset, and 
that is quinine. Rare cases of fulminating intravascular haemolysis occurring 
after the ingestion of quinine as an abortifacient during the first trimester of 
pregnancy have been reported (Vartan and Discombe, 1940). This anamia 
is distinct from blackwater fever, for it may occur in subjects never exposed 
to malarial infection; but it is possible that some cases of blackwater fever 
itself may be caused by an antigen-antibody reaction in which the anti- 


malarial drug plays a part. 


rOXIC RESPONSES 
‘Toxic anamias are more common than are allergic anemias. The sulphones 
combine with food iron and thus induce iron-deficiency anemia, but they 
also cause an increased rate of red cell destruction which manifests as a mild 
chronic haemolytic anemia with persistent reticulocytosis. The ordinary 
sulphonamides rarely cause hemolytic anemia, but phenylhydrazine and 
phenylsemicarbazide have a direct haemolytic action on red cells. 

‘There remain the occasional marrow aplasias caused by the direct toxicity 
of some drugs. ‘This seems to be a direct poisoning of the primitive cells of 
the blood-forming organs, which may affect either the precursors common to 
all blood cells, or the precursors of platelets or leucocytes only. ‘The action ot 
benzol is typical; marrow damage occurs more often in women and children 
than in men; the first manifestation is usually purpura; coincidentally a 
mild anamia ts found, the thrombocytopenic purpura sometimes masquerad- 
ing as epistaxis or menorrhagia; granulocytopenia, proceeding even to 
agranulocytosis with labial or faucial ulceration, follows, and most patients 
die, some from infection, others from hamorrhage into the brain or gut 
This picture is that of the aplastic anamia which occasionally occurs after 
administration of chloramphenicol or thiosemicarbazones, and more rarely 
still after methoin, troxidone or phenurone. 

Finally, there is the damage to the 8th cranial nerve which follows the 
use of streptomycin and, more often, of dihydrostreptomycin. ‘Total deaf- 
ness has been so frequent after prolonged courses of dihydrostreptomycin 
that this drug is no longer used in my hospital. 


DISCUSSION 
It appears that must of our potent drugs have some dangerous side-effects 
The frequency of dangerous complications is unknown except for amido- 


pyrine, for which it lies between 1 in 800 and 1 in 125, and thiouracil, about 
1 in 600. We cannot refuse to use these drugs, for if we did so we should 


condemn people to misery or even death; but we can exercise some dis- 
crimination in our choice of drugs. 

The most dangerous drugs, in the sense that they produce a side-effect 
which is usually lethal, are those which may cause aplastic anamia; but the 
total number of deaths due to this cause is small, because the complication 
is rare. Chloramphenicol may be life-saving in selected cases, as in pertussis 
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in a debilitated infant during the first year of life, but it would not be wise 
to prescribe it for an otherwise healthy only child of ten years, in spite of 
the requests of the parents. Ordinary commonsense will indicate for what 
other diseases it may reasonably be prescribed, bearing in mind that aplastic 
anemia occurs probably in fewer than 1 in 10,000 but more than 1 in 
100,000 cases at risk. ‘Thiosemicarbazones are not particularly potent anti- 
tuberculosis drugs, and they are extremely toxic, causing severe fatty change 
in the liver, even on low dosage; they are best avoided except by experts in 
the treatment of tuberculosis, and will probably soon be abandoned. 

In my experience, the most common cause of death from drug sensitivity 
is the allergic agranulocytosis caused by amidopyrine; and it seems possible 
that this infamous record will be endangered by its two relations, ‘novalgin’ 
and ‘butazolidin’. In spite of the encouraging reports in the literature of the 
life-saving effects of penicillin, of my 5 cases of amidopyrine agranulocytosis, 
none has survived. The onset of the disease is so sudden that the granulo 
cytes may virtually disappear from the blood within two hours. One cannot 
hope to guard against a disease with so sudden an onset by weekly, or even 
by daily, blood counts. Young (1949) has shown that regular blood counts do 
not affect case mortality, and I believe that they would confer a false sense 
ot security. The advice of Rice (1953) that ‘butazolidin’ should never be 
used unless daily blood counts could be done, would restrict the use of 
this drug to patients in hospital, depriving many rheumatic patients of all 
hope of earning their living and reducing the laboratory to a machine for 
grinding out leucocyte counts. ‘The advice of Himsworth on thiouracil is 
sounder, and equally applicable to ‘butazolidin’ and other drugs: —Warn 
the patient that if he feels off colour, or gets an unusually bad headache, or a 
sore throat, or develops fever, he must stop taking the drug and at once 
report to his doctor. If all such patients could have a leucocyte count per- 
formed on the same day, deaths would be few. There ts some evidence that 
toxic reactions to ‘butazolidin’ are uncommon if the dose is restricted to 
6oo mg. daily. 

The most dangerous of all are the proprietary amidopyrine-barbiturate 
mixtures (’amidophen’, ‘amytal compound’, ‘cibalgin’, ‘corosedine’, ‘optali- 
don’, ‘somnosal’, ‘veramon’ and ‘veropyrone’) (Discombe, 1952). ‘They are 
highly effective analgesics, especially in rheumatic pain, and since they must 
be ordered under their proprietary name the practitioner may forget that 
they contain amidopyrine : he often forgets that he has prescribed them. In 
my opinion they should never be used. Now that amidopyrine has been de- 
leted from the 1953 edition of the British Pharmacopaia, they should dis- 


appear and be replaced by safer mixtures such as those of aspirin with a 


barbiturate. 

The antithyroid drugs, the anticonvulsants methoin and troxidone, the 
relaxants such as diethazine, all play an important part in medicine and 
must be continued sometimes for years. If the patient, or his guardian, is 
reasonably intelligent, the warning given by Himsworth should prevent 
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most disasters; but if they are of low intelligence the risk of serious agranulo- 
cytosis will be high unless the doctor refrains from ordering the potentially 
toxic drugs. 

The thrombocytopenia caused by ‘sedormid’ (allylisopropyl acetylcar- 
bamide) and its allies is best avoided by refusing to prescribe the open-chain 
ureides; there are plenty of effective mild hypnotics which do not cause 
dangerous sensitization. 

Skin rashes can be minimized by avoiding applications which give rise to 
them. ‘Thus it is preferable to inject procaine penicillin (or, in children, to 
administer penicillin by mouth) or to give a short course of sulphonamide 
after completing the toilet of a minor wound, rather than to insufflate the 
wound with penicillin-sulphonamide powder, a preparation of doubtful 
therapeutic value. For the same reason, penicillin ointment should not be 


applied to every cut or graze. ‘The patient with ano-genital pruritus should 


be warned against using analgesic ointments, which nearly all contain benzo- 
caine derivatives; lotions such as calamine or carbolic and magnesium 
hydroxide lotion (St. Mark’s Hospital) are preferable; if an analgesic must 
be used, a crotonotoluide such as ‘eurax’ is preferable since Hitch (1952) 


finds it less likely to cause sensitization. 
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SOME PSYCHIATRIC ASPECTS OF ASTHMA 


By DENIS LEIGH, M.D., MLER.C.P 


Physician, Bethlem Royal and-Maudsley Hospitals 


THE asthmatic attack, by which ts commonly meant a dyspnavic state 
characterized by wheezing and prolongation of the expiratory phase ot 
respiration, may result from a number of stimuli. For convenience many 
physicians have divided these stimuli into two groups. First, those arising 
from within the organism, when the term ‘intrinsic asthma’ is used. Endo 
crine, psychogenic, metabolic, or nervous mechanisms may be involved 
Secondly, stimuli coming from outside the organism commonly such 
factors as drugs, pollens, dust, fumes —are associated with the term ‘ex 
trinsic asthma’. Opinion as to the relative significance of these various factors 
is divided, often, it must be said, on the basis of prejudice rather than on 
any strictly scientific criteria. In particular, the significance of psychiatric 
factors in the production of the asthmatic attack has been neglected by the 
general physician. 

The concept of the asthmatic attack as a result of stimuli, arising either 
from without or within, disturbing the equilibrium of the organism, in other 
words, a disordered homeostasis, would perhaps meet with approval. ‘To 
attempt a study of some of these stimuli, or of the homeostatic mechanisms 
involved is clearly relevant to the problem of the asthmatic attack. ‘This 
convenient division into extrinsic and intrinsic asthma does not bear close 
examination, however, for it is apparent in many Cases that attacks of 
asthma may result, in the same patient, from factors arising both within 
and without the body. For example, a pollen-sensitive asthmatic may de 
velop an attack of asthma only when she is menstruating. Furthermore, 
many attacks occur only as the result of the reaction of internal and external 
stimuli. It must therefore be largely a matter of opinion, in the individual 
patient, as to the significance which should be attached to the various factors 
involved—infection, allergy, or emotional disturbance for all may be 


present in the one patient. ‘This is one of the chief difficulties in the study 


of psychosomatic medicine—the very breadth of the problem 

In the last three years a study of 50 patients with asthma has been made, 
medically, psychiatrically, and experimentally. ‘he group is highly selected 
in that all have been referred to me as a psychiatrist particularly interested 
in the problem of asthma. All were submitted to routine medical examina 
tion, and data were gathered from previous examinations at various hospitals 
the patients had attended in the past. When possible an x-ray of the chest 
was taken, and the results of skin testing were recorded. A preliminary 
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psychiatric interview lasting one hour was the prelude to an intensive 
psycho-pathological investigation. Further interviews then took place, 
which were completely recorded. ‘The number of these interviews ranged 
from 8 to 120, and they each lasted for fifty minutes. From the mass of 
material thus obtained an attempt was made to isolate certain patterns of 
reaction, and the stimuli which would evoke them; pre-eminently a study 
being made of the emotionally significant stimuli resulting in an asthmatic 
attack. ‘lhe method, in simple language, is in effect an enormously detailed 
and carefully recorded medical history. 

(joing through these records several points ol general interest emerge 
First, the constitutional element in asthma is most striking; two-thirds ot 
the patients gave a family history of asthma, hay fever, or eczema, 1.e., of 
allergy. ‘This is a well-known finding, and has been found in very large 
series which physicians have studied. From the psychiatric aspect, just over 
one-half of the group had one or more near relatives who had suffered from 
either a psychosis or a neurosis. I think it is most important to state these 
facts clearly at the outset, for obviously they have a bearing on what must be 
expected of our treatment. It is clearly unlikely that a genetic abnormality 
can be modified by psychotherapy. In addition, two-thirds of this group 
gave a history of whooping-cough or of a severe chest infection closely 
preceding the onset of their asthmatic attacks, and two-thirds of the group, 
when examined between attacks, had some abnormal physical sign in the 
chest. So again, besides the constitutional factor, there is a physical factor, 
which will again make for caution in attempts to modify the asthmatic 
attacks by psychiatric methods. It is not proposed to give further details of 
the group’s clinical histories, for it is chiefly the asthmatic attack which has 
been studied, but it is relevant to note that So per cent. of the patients had 
neurotic symptoms in addition to their asthmatic attacks, and go per cent 
were liable to severe moods of depression; in fact, one-sixth of the group 
had been admitted to a psychiatric hospital on account of this depression 
Whether the depression is a reaction to their invalidism, or whether it is 
intimately connected with the mental mechanisms responsible for an asth- 
matic attack is difficult to prove. Hlowever, it serves to introduce the main 


purpose of this article-—a consideration of the mental mechanisms which 
have been found to be related to an asthmatic attack. ‘These may be put 


into seven main groups. 


SUDDEN INTENSE EMOTION 
An attack of asthma may occur under the stress of a sudden intense emotion 
In about one-third of our patients this had been the precipitating cause of 
their first attack. Fright, rage, grief, or sexual feelings may equally give rise 
to an attack. 


One example is a man of fifty, previously healthy apart from a recurrent winter 
cough. His son of eighteen was arrested in May 1950, for assaulting a courting 
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couple. The boy had been one of a gang of louts spying on courting couples at 
Dulwich, and when one of the love rs, goaded by these boys, told them to clear off, 
the gang forthwith ton him, and beat him up. They were duly arrested and tried 
at the Old Bailes i itient Was very upset by all this, and could not sleep. Onc 
night he went to |} on’s room, in a murderous rage, with the intention of strangling 
the boy, but was unable, in tact, even to upbraid his son. His tirst attack of asthma 
occurred in Cou ‘ the Old Bailev, when the son was sentenced to emhteen 
months’ imprisonmer Ihe attacks continued, he lost weight, and became very 
depressed. He was admitted to the Maudsley Hospital in November 1950. Un- 
fortunately we were unable to help him: he developed a gastric ulcer, and finally died 
m an attack ot asthma in Nove mber IQs! In thi case an intense unexpresse d rue 
was the emotion genetically connected with the asthmatic attack. 

In another case ! of sixty-three, a highly respected borough librarian, had 
suffered for twenty nachronic fibroid lung which had followed pneumonia 
Symptomatically, ho r, he was little affected, apart from an occasional winter 
cough. He was oud of his long record of service to the borough and had, in fact 
refused to retire ; i One day he arrived home trom the library to find his wife 
who suffers om hypertension, slumped unconscious on the stairs. For the next 
tew davs int ly upset, and one might woke up tn his first attack of asthma 
Attack u ’ ight, in spite of all medication by an excellent practitioner 
He died a no ifter the onset of his first attack. Here was a man of sixty 
three who hi: 1] 8 | | eased lung for many vear _ but who had never uffered from 


a thma until he d suttered an intens« emotional upset certainly the relation hip 
I I 


\s to sexual feelings, asthmatic attacks are occasionally the result of this 
emotion. Several women have had their honeymoons ruined by continual 
asthma; one woman develops an attack of asthma every time her husband 
gets into her bed; another is unable to kiss her fiancé as she begins to wheeze 
at once 

Examples such as the above could be given indefinitely; suffice it to say 
that there is little doubt that a sudden intense emotion ts often related to 


the onset of an asthmatic attack. 


ASTHMA AND CRYING 


There is no doubt clinically that crying and the asthmatic attack are related 
We have seen an attack vanish completely when the patient was enabled to 
cry. At times this can be most dramatic, the asthmatic wheezing giving place 
to convulsive sobs and tears. Conversely, laughter may play a similar role 

I have seen attacks provoked by hearty laughter, or brought to a halt by 
laughing. Both laughter and crying are ways in which emotion is discharged, 
and many asthmatic attacks are the result of a repressed emotion, that is, a 


feeling which is not adequately discharged 


XUAL CONFLICTS 


An eighteen-vei ld American girl went to a fair one Saturday evening. She arrived 
home that ny t r first attack of asthma. She had met a youth at the fair, to 
ly attracted. Some preliminary sex play occurred, but 


no more than tha 1¢ Was menstruating. She felt frustrated and angry, and vet 
glad to have been menstruating. Her attack began on her way home from the fair 


Ly 


intelligent man of twenty-six, who had had asthma since 
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advice when he realized that his attacks were getting worse 


the ave of two sought 
‘This was his unsatisfactory relationship with women 


for a very definite reason 
‘Tied to his mother’s apron strings, he had never been able to develop a satisfactory 
affair with a girl. He had at last met a girl who strongly appealed to him, and who 
showed some interest in return. But his asthma got more severe the more he got 
entangled with this girl. His conflict over whether he should get engaged or not was 


quite clearly related, in the patient s mind, to the exacerbation of his asthma 


These two simple examples could be duplicated again and again: sexual 
temptation, sexual excitement, or conflict over sexuality may all be stimuli 
provoking an asthmatic attack. On the whole, I consider that they are by no 


means the most important asthmogenic stimuli 


DISTURBANCE OF A DEPENDENT RELATIONSHIP 


American workers consider that the mother is what they call the ‘key 
figure’ in the asthmatic’s life. ‘here is a particular dependence on the 
mother, and any threat to this relationship may provoke an attack 

Mrs. G. was an excellent example of this. Although she had detested her mother 


all her life, she was peculiarly attached to her. When this relationship was threatened 


by the patient's impending marriage, and by her mother’s love for a second husband 


all of which occurred at about the same time, the asthma began 

Again, Mrs. B. developed her first attack of asthma five weeks after the birth of 
her baby. This pregnancy had brought to a head the strongly mixed feelings she had 
had for her mother, and it was only then that she had realized that her mother did 


not really love her. Incidentally, the attacks had persisted, on and off, for eight vears 


before psychotherapy wave her relet 


Of much the same type, to mention in passing, ts the general situation of 


danger to a near relative as the cause of an attack 


IDENTIFICATION WITH DYSPNGI¢ ATTACKS OF OTHERS 
Sometimes the sight of a person in an asthmatic attack is said to result in 


asthma, although I have only rarely encountered this 


One girl of twenty-six developed asthma at the age of twenty-four, several months 
after she had seen a pregnant woman in an asthmatic attack, and been greatly 


impressed by thi 
This is the only example, however, that | have had, and it hardly bears 
close analysis. 
DESIRE FOR ATTENTION 


Lastly, there is the question of the ‘gains’, the advantages accruing to the 


patient from the attack. ‘he asthmatic attack creates considerable alarm in 


the family circle, and the patient becomes the centre of the picture. Some- 
times an almost tyrannical mastery of others is seen, but again, the material 
studied does not clearly supply an answer to whether a true asthmatic attack 
can be attributed to this type of mechanism. One interesting observation we 
have made, however, is that if an asthmatic is asked to imitate an attack, 
while free from symptoms, a typical asthmatic attack can be started in this 





SOME PSYCHIATRI( ASPECTS OF ASTHMA 355 


way. Clinically, many asthmatics know that hurrying, or climbing stairs, 


with the dyspnea so produced, may trigger off an attack 


CONCLUSION 

Of all these mechanisms, by far the most common stimulus for an asthmatic 
attack is a sudden intense emotion, and the most common emotion is 
anger. Many asthmatic attacks are the result of an inhibited anger, and the 
usual person to whom this anger ts directed ts the mother, or some re- 
presentative of the mother. As has been said earlier, however, many kinds 
ot stimuh, not only those of a psychological nature, are capable of arousing 
an attack; but at least it should not be forgotten that there is a psychiatric 
aspect to asthma 

What should the general practitioner do with his asthmatics? Under the 
present arrangements medical care and the referral of the patient to one of 
the special clinics available— allergic, thoracic, or psychiatric— are indicated. 
The time factor in psychiatric treatment is almost insuperable for the busy 
general practitioner. But the astute doctor can be of tremendous help to 


the patient. Knowing the family, the social conditions, knowing in fact the 


psychology of that particular family group, he is in a key position. Much of 


the treatment carried out by the psychiatrist is that which, under ideal con- 
ditions, the family doctor could and did do, But the changed social position 
of the practitioner today mitigates in every way against his practice of this 
kind of medicine 

In conclusion then, it is certain that there 1s no one etiology of the asth- 
matic attack. ‘he asthmatic has a certain constitution and a certain pre- 
dilection for the choice of the chest as a target organ. Playing on the patient 
are numerous stimuli—-emotional, endocrine, infections, or allergens. At any 
particular time, one or other stimulus may be pre-potent and give rise to an 
asthmatic attack, but mostly there is a combination. —a reaction between the 
patient and the outside world, which is necessarily of great complexity. But 
the psychiatric aspect of asthma is that which is the most neglected, and will 


therefore repay further study and consideration 





THE MANAGEMENT OF THE CLIMACTERIC 


By WILLIAM HUNTER, M.D., F.R.C.O.G. 


Senior Obstetrician and Gynacologist, North-West Durham Hospital Group, 
Issociate Surgeon, Gynaecological Department, Royal Victoria Infirmary, 
Vewcastle Upon Tyne. 


\ ‘CLIMACTERIC’ is a time of crisis, and the ‘climacteric years’ of the ancient 
astrologers were the seventh and ninth and their multiples with the odd 
numbers, three, five, seven and nine. ‘These were described as critical 
periods of life which were under the influence of the malevolent and 
malicious Saturn, the planet of ill omen. ‘The ages of forty-five (five times 
nine) and forty-nine (seven times seven) years were approached with fore- 
boding of evil, and the age of sixty-three (seven times nine) years was 
looked upon as the grand climacteric which few outlived 

‘The word ‘menopause’ should strictly be applied to the cessation of the 
menstrual periods and ‘climacteric’ to the changes occurring in the body 
generally at the time of the suspension of menstruation. ‘These words, 
however, are generally used loosely as synonymous terms to describe what 
is commonly known as the ‘change of life’. This is a period of readjustment 
and stress, both mental and physical, occurring at the end of the repro 
ductive period of a woman’s life. Over fifty per cent. of all women cease to 
menstruate between the ages of forty-five and fifty years and half the 
remainder between the ages of forty and forty-five years of age. In general 
it may be stated that the periods continue rather longer in those who started 
to menstruate early and in multipare than in those who started late and 
have not borne children. Climacteric disturbances of some degree occur in 
nearly eighty per cent. of all women. Many are mild and transient and do 
not require active treatment. In about one-third to one-half of these cases, 
however, the symptoms may cause distress, and the patient may therefore 
require general guidance and reassurance, medical supervision, and active 
treatment. In only about ten per cent. are the symptoms so severe that 


they cause incapacity. 


MENOPAUSAL CHANGES 


At the time of the climacteric there is a reversal of the changes which occur 


at puberty. Menstruation ceases abruptly or gradually, the external and 


internal genital organs atrophy, and the pubic and axillary hair becomes 
scanty. ‘There is a tendency to increase in weight, constipation ts frequent, 
and such symptoms as flatulence, flushing, nervousness and excitability 
may arise. 

Vulval atrophy chiefly affects the labia majora and the mons veneris, 
which lose much of their subcutaneous fat, and the labia minora are 


exposed. In addition, the vestibule becomes pale, shrunken and dry and 
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there is a tendency for kraurosis vulva to develop. ‘The vagina becomes 
pale and may shrink, especially at its orifice and vault. This may cause 
dyspareunia, which is commonly accompanied by frigidity due to ovarian 
atrophy and fear of pain. Glycogen disappears from the vaginal epithelium 
due to withdrawal of the astrogen from the blood, and Déderlein’s acid- 
forming bacilli, normally present in large numbers in the acid vaginal 
secretion, disappear. ‘The vaginal secretion then becomes alkaline, there 
is a lowered resistance to vaginal infection and therefore a liability for 
senile vaginitis to develop. ‘The uterine muscle ts largely replaced by fibrous 
tissue and the uterus becomes smaller. ‘The cervix shrinks and the cervical 
canal may be occluded to such a degree that the uterine secretions are 
dammed back and pyometra may follow 

The endometrium becomes thin and atrophic but, under changing and 
ill-balanced hormone influence at the time of the menopause, it may show 
irregular growth patterns. Among possible endometrial disorders there is 
a predisposition to glandulo-cystic hyperplasia, causing the symptoms of 
metropathia hemorrhagica, and to carcinoma of the body of the uterus 
‘The ovaries sometimes become small and atrophic and their endocrine and 
reproductive functions come to an end. Lack of a@strogen in the blood 
stream results in the removal of the inhibition of anterior pituitary secretion 
which is normally restrained by the ovarian hormone. Anterior pituitary 
overaction may cause headaches. ‘The follicle-stimulating hormone Prolan A 
and, to a lesser extent, the luteinizing hormone Prolan B may be produced 
In Excessive quantities, but the ovaries no longer respond to their stimula- 
tion. ‘The adrenocorticotrophic hormone stimulates the adrenals to in 
creased secretion, and defeminization results with suppression of ovarian 
activity and amenorrhaea. ‘The skin becomes dull and dry, fat is laid down 
in the subcutaneous tissues and the blood pressure may rise. ‘he diabeto- 
genic hormone may depress the interstitial cells of the pancreas and cause 
lowered carbohydrate tolerance. ‘The thyrotrophic hormone may cause 


thyroid overactivity with palpitation, nervous instability and vasomotor 


disturbances. 


MENOPAUSAL DISORDERS 
Although the commoner disorders arising at the time of the menopause 
will be described in different groups under separate headings, it must be 
understood that it is usual for a single patient to have many and often 
diverse complaints. Mental upsets are often encountered. A patient, pre- 
viously stable and self-possessed, becomes hesitant and loses her self- 
confidence. She becomes confused and is unable to make up her mind. 
She is nervous, excitable and lacks power of concentration. As a pedestrian 
she is liable to dither on the roadway and as a motorist she may become 
an unpredictable menace. She becomes emotionally unstable and depressed, 


weeps on the slightest provocation and becomes touchy, short-tempered, 
impulsive and irritable. She will commonly say that her nerves are ‘on 
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edge’. She becomes restless and suffers from insomnia and headaches. 
These complaints in themselves can cause considerable distress but, in 
addition, gastro-intestinal upset, with anorexia, indigestion, constipation, 
Hatulence and abdominal distension, is often troublesome. She may also 
increase in weight largely due to the deposition of fat around the shoulders, 
breasts, abdomen, thighs, buttocks and hips—the so-called * middle-aged 
spread’, 

Venstruation may cease abruptly or occasional periods may be missed 
and the menstrual loss may gradually diminish in quantity. ‘These are 
normal methods of termination of menstruation. I would like to stress, 
however, that it is not normal for the menopausal patient to have heavy 
losses as a new symptom at the regular period times, and it is not normal 
for her to develop an intermenstrual show or frank bleeding, irregular 
losses or increased frequency of the periods at the time of the menopause 
‘These symptoms are unnatural and should always be fully investigated, and 
the investigation is not complete without a careful examination of the 
pelvic organs under general anesthesia and exploratory uterine curettage, 
usually followed by a histological examination of the endometrium removed 
In a relatively small proportion of these cases, menstrual irregularity or 
increased loss may indicate the presence of malignant disease, and it is easy 
to understand that no risks must be taken when dealing with cancer and 
no early case must be overlooked. If a patient has a loss of blood trom the 
genital tract after cessation of the menstrual periods a similar complete 
investigation must be carried out as a matter of urgency even though the 
loss may have been trivial and transient. In nearly half of these cases the 
patient is found to be suffering from malignant disease 

Vasomotor instability is a frequent accompaniment of the climacteric 
Flushing may seem a trivial disorder and its importance is only too often 
belittled, yet it can cause great distress to the patient. ‘The flushing attacks 
may occur infrequently or very frequently, and they may affect the head 
and neck only or may spread to the whole of the body. The flushing, often 
patchy in distribution, is accompanied by a sensation of heat and swelling 
of the face and is sometimes followed by free clammy perspiration and 
shivering. Syncopal attacks, which are usually mild, may occur and the 


patient may complain of giddiness, faintness, ‘swimmy feelings’ and 


palpitation, 


rREATMENT 
l'reatment is intended, not to restore the patient to her previous normal 
state, but to tide her over a time of transition and readjustment associated 
with considerable stress until she is able to adapt herself to her changed 
and changing physical state. She should be reassured regarding the transient 
nature of her disability and, after full examination, of the absence of signs 
suggestive of malignancy. Loneliness, worry and anxiety should be over- 
come whenever possible, and she should be encouraged to keep her mind 
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occupied by housework and household management, handicrafts, such as 
knitting and needlework, reading and entertainment. She should have 
regular walks in the open air, but should avoid crowds and busy crossings 
except in company. Sedatives may be given at night to overcome insomnia 
nervousness and excitability It should be remembered, however, that 
these patients are particularly liable to acquire drug habits. If required, 
phenobarbitone, } grain (32 mg.), may be given at night provided that it 
is not administered regularly over long periods. ‘lo tide the patient over a 
difficult short period this quantity may be given up to three times daily 
with a double dose at night. For headaches, compound aspirin tablet, 
supplemented at irregular intervals by compound codeine tablet, is usually 
all that is required. In addition, the patient may have a low-salt diet and 
a daily small dose of a saline aperient free from sodium to combat sodium 
retention. ‘The diet should be low in starch and sugar and the bowels 
regulated with cascara, aloes or senna to supplement the saline aperient 
when necessary 

Hormone therapy constitutes the chief line of medicinal treatment. Hor 
mones must never be given to any patient, however, without a clear know 
ledge of ‘the pathology of the disease and the purpose of the treatment 
‘The most convenient and effective method of administration of hormones, 
particularly of a@stradiol and testosterone, is by the sublingual route 
Prolonged courses should be avoided and the amounts given should be the 
smallest that will keep the symptoms in check. Bender of | iverpool recom 
mended that the smallest dose which would just fail to relieve the symptoms 
should be given, and | believe his advice to be good. Céstrogens are the 
hormones most commonly prescribed for menopausal patients and, 
although they are invaluable if properly used, if abused they can do con 
siderable harm. ‘There are few exceptions to the rule that they must never 
be given in the presence of uterine hamorrhage 

\t the time of the menopause, cestrogenic substances are intended to 
replace the natural a@strogens normally produced in the ovarian Graafian 
follicles, and to inhibit the anterior pituitary secretion. CEstradiol helps to 
increase the feeling of well-being when given in proper doses but, in excess, 
tends to produce menopausal hamorrhage of the metropathia hamor 
rhagica type. It is irrational to give aestrogens to control uterine hamorrhage 
at the time of the menopause, as the hamorrhage is, in many cases, due to 
unchecked eestrogen excess, Uistrogen, during reproductive lire, is balanced 


and restrained by the lutein hormone, progesterone Progesterone can 


only be given by injection, and ethisterone is used for oral or sublingual 


administration to reproduce a progesterone type of response. ‘This hormone 
gives a mild inhibition of the anterior pituitary and modifies the arstrogen 
action on the endometrium. Testosterone also inhibits the anterior pituitary 
secretion and moderates the cestrogen action on the endometrium. It does 
not neutralize the astrogen, however, although it may check excessive 
hypertrophy of the endometrium and withdrawal bleeding. Given in excess 
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or over long periods there is a certain risk of masculinization; but in small 
doses and properly arranged courses, the risk is minimal. 

Ethinyl aestradiol may therefore be given for flushing, kraurosis vulvx 
and senile vaginitis and, in very small doses, for depression. Ethisterone 
may be given together with the aestrogen but it is not considered essential. 
Methyl testosterone can be given with advantage as a routine with cestrogen, 
especially in cases of flushing and depression, but for the treatment of 
kraurosis vulva and senile vaginitis, although it may be helpful, it is 
probably inessential in old age if aestrogen excess is avoided. ‘These drugs 
are usually prescribed in the form of multi-hormone sublingual tablets 
(table 1). ‘The doses of these hormones recommended for the treatment of 
menopausal upsets of moderate severity are ethinyl caestradiol, 0.02 mg., 
and methyl testosterone, 8 to 10 mg., daily for ten days and half this dose 


for a second ten days. A second maintenance course may be given, 1 


necessary, after an interval of not less than three weeks, preferably with 


the dosage again reduced. Ethisterone dosage need not, as a rule, exceed 
20 mg. daily. ‘These doses may be varied to suit the individual requirements 
of the case and the response obtained. If required later, infrequent short 
maintenance courses with the smallest possible doses of these hormones 


may be given 


TABLE 1 





Sex Hormone TABLET 
Ethinyl Methyl Other 


(Estradiol ‘Testosterone Ethisterone Constituent 


Amenorone (Roussel) 0.01 my 10 my 
Barbeestryl (Roussel) 0.01 mag Papaverine 
4 grain |[16mg.}) 
Phenobarbitone 
(4 grain [16mg.}) 
Ethinyl (Estradiol (Boots) 
Ethisterone (Boots) 
Etievelin (Cib 
Femandren (Ciba) 
Lutoeyelin (Ciba) s or 10 mg 
Nlenstrogen (Ciba) 10 my 
Mepilin (BDL) 
Nlethvl ‘Testosterone 
(Boots) 


Methyl ‘Testo 


Nhlixoven (Organo 0.0044 My 
Orasecron (Schering) 0.05 my 
} 


Pausandrvl (Roussel) 0.005 mg 





Perandren (Ciba) 





Other strengths of some of these preparations are available 


Finally, the menopausal patient will nearly always derive considerable 
benefit from a change of scene and company. A restful holiday in pleasant 
surroundings with agreeable companionship, away from harassing home 
duties and timetables, will often help her to face the responsibilities and 
trials of household manageinent and everyday life with greater confidence 
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i 


To know all is to understand all, but not to forgive all’. G. Bernard Shaw 


Boru psychiatry and crime arouse great popular interest, though it is a 
nice point which is regarded as the greater menace. Indeed, some judicial 
thunderings suggest that the psychiatrist rather than the prisoner should be 
in the dock! Possibly a common propensity between housebreaker and 
psychiatrist in entering private places and disarranging the contents equates 
them, and is a reason for hostility. Added to this is the alarm that if the 
frequently propagated doctrine that all crime is illness were accepted, this 
would diminish personal responsibility and undermine the fabric of the law 
\ desire to understand behaviour, however, does not mean condoning it, 
nor, as is commonly believed, do all psychiatrists believe that punishment 
has no place. ‘There are, of course, cases in which they do not think it the 
best solution, but neither do lawyers; e.g., the Lord Chief Justice speaks 
warmly of the use of probation. But even when psychotherapy is indicated 
results can only be achieved if the psychoneurotic outlet ts blocked, 1.« 
there must either be contrition, as opposed to regret at being caught, or a 
sufficient element of apprehension of the consequences to make cure 
preferable to indulgence 
FALLACIES 

\ most important fallacy 1s to regard all crime as psychological illness, a view 
widely held, though challenged, by such experienced criminologists as Sit 
Norwood East (1944), and Bovet (1951). If we assume this, then the boy who 
steals apples from the orchard, the man who lets his wife use the return halt 
of his railway ticket, and the spiv who sells stolen cars at a handsome profit, 
are all psychologically ill. Some of these—I particularly hope not all — are 
sociologically ill; and certainly much more research is needed into why some 
persons become law-breakers. On the other hand, considering how nature 
has endowed us with both greed and temper, I sometimes wonder whether 
the research might not be into why more are not criminals. But in my view, 
it is misusing accepted terminology, and arguing post hoc ergo propter hoc, 
to regard crime as due to psychological illness unless there is evidence ol 
(a) some disorder which would have been diagnosed independently ot any 
crime being committed, and (b) that a relationship between this and the 
crime can be established. In addition, there are disorders, such as the sexual 
perversions, which are the offence in themselves 

Failure to differentiate between crime resulting from true pathological 


conditions, such as general paralysis of the insane, epilepsy, or even tem- 


yeramental defect, from deliberately planned and calculated crime, such as 
I | 
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a bank raid, only obscures the proper understanding and treatment of either. 
It also does not increase our standing as psychiatrists in the eyes of those 
who are really familiar with criminals 

If the cause of crime is to be accurately assessed, it 1s essential, if one does 
not wish to look foolish, to have really accurate knowledge of the facts 
‘Thus, East (1936) cites the example of a supposed pervert who cut off girls’ 
tresses in a bus, but who, in fact, sold them profitably to a wig-maker! Clear 
evaluation of the motive unbiased by preconceived notions is sometimes even 
more difficult to obtain: e.g. Farris (1944) points out how rape may not be 
the result of an overpowering sexual urge, but performed in order not to 
lose caste in the eves of other members of an adolescent gang. A sound 
knowledge of psychiatry is also a sine qua non, for what may appear a simple 
lack of willpower and moral turpitude to a layman, may appear simple 
schizophrenia to the psychiatrist. I stress these points as they are apt to be 
grounds for mutual and sometimes justified —recrimination between 
lawyers and psychiatrists. 

Progress of knowledge. —Vhere are certain writers who claim our ideas of 
responsibility to be out-of-date, because at the time the McNaghten Rules 
were drawn up, the ‘unconscious’ had not been ‘discovered’, and therefore 
it was not realised that our actions are often unconsciously determined; they 
then usually go on to illustrate this with examples of the unconscious 
mechanisms underlying obsessional impulses. All our actions have, of course, 
unconscious components, but this is quite irrelevant, as an act cannot be 
excused because of its psychopathology, supposed or even real. It is quite 
different if clinical observation can establish that acts are outside conscious 
control, as, for example, the footballer who carries on automatically after 
concussion, though without subsequent memory of the game. In fact, I do 


not believe obsessions can be consciously controlled but, except in pre- 


psy chotics, I doubt if true obsessionals ever indulge in crime, for the essence 


of the obsession is the fear of doing something wrong, not the commission 


of the act which, in fact, is never performed 

Irresistible impulse. With rare exceptions, what are usually regarded as 
obsessive compulsive crimes, are, in my view, really a manifestation of 
psychopathy. How far psychopaths have irresistible impulses, or impulses 
which are merely very hard to resist, is difficult to establish, although I am 
sure that there are irresistible impulses 

Thus, a postencephalitic youth, previously cf excellent personality, had become 
blandly self-satisfied, and would impulsively run away, lash out, or steal (on one 
occasion driving a purlomed car in second gear down to the coast) with full knowledge 
of what he did, and with subsequent expressions of meaningless remorse, but with 
an apparently genuine inability to control himself, judging from the vain attempts of 
courts and hospitals to discipline him 

Admittedly there was an organic basis, but I believe ultimately an organic 
basis will be found in idiopathic cases. The immature type of electro- 
encephalogram (E.E.G.) often found supports this, and Henderson (1951) 


believes that psvchopaths have an inherent defect akin to that of mental 
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defectives, most of whom have no demonstrable organic lesion, yet pre- 
sumably have some neuronic defect 

Inexperienced psychiatrists are apt to confuse culpability, 1.c., the degree 
of wickedness, with responsibility, a legal concept founded on the McNaghten 
Rules—that owing to defect of reason due to disease of mind, the prisoner 


did not know the nature and quality of his acts, or that they were wrong 


‘These may be open to question —a recent B. M.A. Committee (1950) have 


suggested that they should be broadened, to allow of the fact that disorder 
of emotion may affect the ability to control one’s actions, which would seem 
more logical, a view interestingly enough already advanced by Sir James 
Fitzjames Stephen last century. In fact, gross miscarriages of justice 
through their application are probably non-existent, although this is really 
more a credit to the way the Courts administer them, than to the Rules 
themselves. However this may be, at present they are the law, and questions 
have to be answered within their framework, and not according to the wit 
nesses’ private views on what constitutes responsibility. Moreover, those who 
light-heartedly want to plead that a prisoner did not know what he was 
doing, overlook that if they win the day, instead of receiving a short sentence, 
their unhappy client would go to Broadmoor. Hence, a plea of insanity ts 
only entered in capital charges 

Culpability is very much in the psychiatrists’ province, as their work is 
essentially concerned with peculiar individuals and peculiar motives. Hence 
when it comes to disposal, we have something of value to offer the Courts 
Lawvers often think that we are easily hoodwinked and credulous in what 
we are ready to believe, but it is surely just as important that credence should 
be given to genuine peculiarities as to be alive only to deceit. We are accus 
tomed to seeing bizarre behaviour caused by peculiar motives; in circum 
stances in which their revelation is in no way benefiting the patient, so we 


can sometimes testify to the likelihood that the unusual is nevertheless the 


true explanation 


MURDER 
Murderers may be normal: 1.e., appear normal, before the crime, at examina 
tion, and afterwards if reprieved (East, 1936) only the act is unusual. | 
can recall two such cases 


The tragic case of a Pole, who became entangled with a woman; they decided on 
a suicide pact, in which he killed her but did not kill himself. When | saw him in 
prison he appeared perfectly normal to me and to those around him, and the prison 
staff are shrewd judges in these matters. “Another was an ex-Service man, who, after 
vears of looking forward to his home-coming, goaded by repeated rejection by his 
wife, who was egged on by her family and refused to live with him, finally killed 
her, and unsuccessfully tried to commit suicide. Again, there were absolutely no 


signs of insanity 

Abnormal murders can be divided into the insane; sexual murderers 
epileptics; and a group of motiveless murderers, that is to say, the motive ts 
poorly understood or appears inadequate 


Thus, I saw a young man of eighteen doing his primary Army training; he re 
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sented being in the Army and was depressed; he had been writing home, talking 
vaguely of taking his life, when the sergeant came in and ordered him on duty. He 
thereupon stabbed the sergeant in the back with a bayonet, and all but killed him 
Questioned about it afterwards, he said he had no personal grievance against the 
sergeant, but could only say that the sergeant epitomized ‘all that he disliked about 
the Arm Hic was somewhat emotionally flat, and both the prison doctor and | 
suspected schizophrenia, but there was nothing tangible to go on 


Of these motiveless murderers, Stafford Clarke and ‘Taylor (1949) have 
found that the number showing abnormal electroencephalographic findings 
was about as great as in insane murderers, and much greater than when the 
killing has been incidental, e.g., while committing a burglary. 

Epileptic murders. V-pilepsy is present thirty times more frequently in 
murderers than in the normal population. Contrary to a frequent defence, 
there is little evidence that these murders are committed in a state of post- 
epileptic automatism. ‘The history does not substantiate it, and rarely are 
acts In a post-epileptic state purposeful and violent. Possibly, an abnormal 
physiology may play an important, but not yet clearly understood, part 


‘There is, however, the interesting case of Hill, Sargant and Heppenstal (1943) 
a man who murdered his mother in a fit of rage after drinking beer. ‘They showed 
that it was not the alcohol, but the amount of fluid which he took which affected 
him, by lowering his blood sugar; when this happened, abnormal electroencephalo 
graphic waves appeared, and they considered that he acted 1n a state of diminished 
consciousness. ‘The jury found him ‘guilty but insane’ 


Sexual murders are not intrequently committed by mental defectives 


I recently saw one who had told little girls, ‘If you don’t do what I want, I'll kill 
you’. He had apparently put his hands round their throats, though, fortunately, it 
had not gone further. What made the case both alarming and tragic was that thi 
young man had successfully held a job as a labourer for six vears; he lived at home 
with his parents and regularly brought his money home, and until this behaviour 
manifested itself, had led a blame less life "The cast also showed the value ofa 
psychiatric examination. ‘The police officer on the case doubted if he would be found 
defective ; however, when, following many poor replies, I asked him what twice two 
was, and he replied, ‘We didn’t do sums at my school’, I felt his doubts were un 
justified. Fortunately, the Court sent him to an institution for mental defectives 
after eliciting he could not tell the time—but one can have great difficulty in con- 
vineing laymen that a man who has held even a humble job ts defective, and Courts 


are, as a rule, most suspicious of intelligence tests 

Depressive illnesses can be tragically associated with murder; usually the 
crime results from the patient wishing to take loved ones with him before 
committing suicide. ‘This is commonly the case in puerperal depressions 
although the crime is, of course, technically ‘infanticide’. Batt (1948) points 
out chat in the genuine depressive cases, the history is often of past attacks, 


of a period of depression preceding the offence; the greater age of the 


woman, and her readiness immediately to confess the crime, help to 
differentiate these from motivated killing of the child. 
I have found the Courts to be merciful with mothers who clearly kill 


their children in depressed conditions. 

a mother killed a child she dearly loved on learning it was a mongol, 
praying to God ‘to give her strength’ to do this, as she so feared it would have to be 
‘put away’ and suffer. ‘The judge who tried the case pointedly asked, ‘Did she really 


know she was doing wrong?’ And when the jury rose to retire, he asked them, ‘Do 


In one case ’ 
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you think you need retire to consider your verdict?’—a hint they accepted. How 
such a summing up can be reconciled with a recent decision by the Court of Appeal 
that ‘wrong’ means simply knowing the act to be illegal is hard to see 

I have also examined a man who attempted to throttle his mother, to whom he 
was devote d stun his brothe 4 and all but succeede d in <« utting his own throat Thi 
occurred after a year of an unrecognized depressive state, in which he had thought 
he was doing badly at his work as a bank clerk, began to have hallucinations that 
people whispered ‘he was the useless clerk’, and finally felt that he must kill himself, 
but could not leave his loved ones behind 


I would emphasize the need for always viewing depression seriously, par 
ticularly when signs of self-reproach and agitation are apparent. ‘The former 
is often described as ‘worrying over trifles’. But when a patient, especially 
one who is normally not neurotic, begins to reproach himself persistently 
over some trifle— whether with apparently good reason or not — or becomes 


hypochondriacally preoccupied, his condition should be taken very seriously. 


SOME ASPECTS OF SEXUAL PERVERSION 

Although the act may be an invitation to coitus, and may often be followed 
by masturbation, exposurists may have a purely compulsive drive and have 
no erection. ‘They are often weakly sexed. ‘The obverse to exposing, ts an 
interest in looking. This may bea satisfaction in itself ; of necessity, 1t is usually 


indulged in in lavatories; hence it may lead to a charge of importuning 


Thus, a single man of thirty-five was found observing boys im a lavatory and 
making notes of whether they were circumcised. He strenuously denied any sexual 
interest, and said this practice was the outcome of an argument whether more 
circumcisions were performed under the N.H.S. than in the U.S.A.! This wa 
clearly a rationalization which the patient believed in; it also blinded him to the 
obvious danger of this ‘research’. Fortunately for him, his long list of observation 
saved him from conviction of importuning 


From the purely legal angle, the important question in regard to per 


versions is only incidentally whether they can be cured; the Court, as 
Mullins (1945) says, is satished with a lower standard: Can the repetition of 
the act be prevented? ‘The answer depends essentially upon the individual's 
make up-— namely, how far he is stable or psychopathic. ‘This can be deter 

mined partly by his history, his work record, evidence of other abnormalities, 
delinquencies, the E.E.G., and partly by the nature of the perversion itself; 
the more grotesque it is, the more unstable is the whole personality likely 
to be. 

For example, a man, dressed up irt a blouse and an apron to look like a skirt 
attended my clinic to ask 1f I could tind a surgeon who would make him a vagina 
so that he ‘could get proper satisfaction’. He left the room in a fur lammuiung the 
door to make the walls rattlhe when I declined. Another schizoid patient | saw 
poure d < od-live r oil ove ra boy's ue nitals and prac ticed fellatio. When he came out of 
prison he wrote demanding his fee back as I had ‘hbelled him in Court by alleging 
he was a sexual pervert! 

At the opposite extreme to these, are individuals who have abnormal 
desires, but are otherwise normal, sound personalities. Indeed, they are often 
respected citizens doing useful work. As is well known, many homosexuals 
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have no desire to be changed, but some are very unhappy at being abnormal. 
Unfortunately, though it is true that one cannot cure those who do not want 
to be cured, contrary to common belief, the converse does not hold. 


‘Thus, in the days before stilbaestrol was used, I treated a clergyman desperately 


anxious for a cure, as he was plagued by temptation to assault small boys. As a result 


of this, he developed a severe anxiety state, owing to the perpetual struggle with 
himself, and although he had resisted temptation for several years, he wondered how 
long he could endure 

Such a patient is deserving of compassion. He also illustrates the frequent 
paradox of the coexistence of perversion and extreme respectability in other 
ways. ‘This can be hypocrisy, but it is not always so; it seemingly can result 
from too prurient a sexual upbringing, making sex so fearful or repugnant, 
that it arrests proper psychosexual development 

Treatment. What the actual chances of curing a patient are, is hard to 
say, and opinions range widely from the optimism of Stekel (1944) and 
Clifford Allen (1949), to the cautious estimates of East (1951), and ‘T'avlor 
(1947). In my view, when normal sexual impulses coexist with a perversion, 
as they often do, psychotherapy may be able to tip the balance. In certain 
young persons, the perversion is merely an outlet, because no opportunity 
for normal relations exists, though this may be due to the patient’s own 


inhibitions 

I have, for example, treated a young man who had touched a girl child’s thighs, 
not because he was very deeply perverted, but because his whole life with his own 
devil-may-care’ state of mind 
ect 


family had gone wrong, and he had got into a foolish 
He was. however, genuinely ashamed of what he had done, and was a good sul 


who did well on psychotherapy 
This, however, is a comparatively simple example, and treatment should 
only be undertaken outside hospital when one is very sure of the type of 
patient. If normal sexual relations can be established, then [| believe the 
abnormality can be largely overcome, although it remains dormant rather 
than disappearing, and, in my view, the term ‘cure’ should be avoided. 
Stilbestrol is a most useful aid to treatment; one 5-mg. tablet or less 


daily can completely inhibit the sexual impulse for many years, the im- 


pulse returning some weeks after medication ceases. Successtul cases have 
been reported by Golla and Hodge (1949). | have only had a small ex- 
perience over a short period myselt, but it seems to have worked effectively, 


without complications. As East (1951) says, however, whether patients are 
willing to use it indefinitely is questionable, but, in theory at least, if it 
interrupts perverted behaviour for six months or a year, it should facilitate 
psychotherapy, and allow it to be used more safely outside an institution. 
It would have been useful in the case of the clergyman cited, and Biehrer 
and Van Somern (1950) cite a case of a man who had an anxiety state due 
to a fear of committing rape who was relieved by stilberstrol. 

Punishment.—'Vhere seem to be three reasons for imprisoning sexual 
offenders : 

(1) ‘To put them out of circulation 
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(2) To vindicate public anger, especially when children are assaulted 

(3) ‘To reform or deter them. 

The first is an unsatisfactory expedient; for an intractable offender an 
indefinite sentence is the only useful one, but as he is, at least in part, the 
victim of a pathological state, this idea is repugnant if he is sent to a penal 
institution. Institutions half way between prison and hospital advocated by 
East and Hubert (1939) are the answer. The reformative value of prison will 
depend upon whether the patient is responsive to psychotherapy, and if this 
is available. ‘laylor (1947) takes a pessimistic view of the results in homo- 
sexuals, and also of the deterrent effect of imprisonment. But in ex 
hibitionists he and East consider that even a short sentence can be satis 
factory. Fines are most unsatisfactory except as showing that the law must 
be respected. I feel the same about probation without a proviso for treatment 
Most perverts will not seek treatment unless ordered; | have often found 
that depression breaks down their control, and I have seen several tragic 


cases arising from this 


In one, the patient had been bound over for indecent practices, and in the state 


of depression caused by the odium resulting from his offence, committed the more 


serious one. Had this patient been put under treatment in the first mstance, the 


second offence and three years’ imprisonment might have been avoided 


rHEEI 
‘Those who steal can be divided into three groups: (1) those who want some- 
thing but do not want to pay for it; (2) those who want something but 
cannot afford to pay for it; and (3) those in whom the motive ts often 
difficult to find or to understand. 

In the case of juvenile theft, this is sometimes regarded as a symboli 
attempt to steal love, or sometimes as a sexual symbol (Henderson and 
Gillespie, 1950), or as a relief of general tension (Stott, 1g50). It can also be 
an act of hostility towards the parents; in my experience, this may even be 
a conscious motive 


Thus, one boy who was generally unjustly treated and wrongfully accused by his 


parents of stealing, quite deliberately stole with full consciousness of his hostile 


motives 

The effects of deprivation of affection by early separation from the parents 
is greatly stressed by Bowlby (1946) regarding young recidivists. I have 
suggested (Neustatter, 1948) that normal persons sometimes have a 
desire to buy articles to compensate depression, and the same mechanism 
may be at work with those who cannot afford them. Scott (1951) stresses 


the occasional compulsive element in stealing. Wilder (1947) suggests that 


hypoglycemia may play a part more often than ts realized, but, in the cases 


he quotes, there seems usually to be diminished consciousness or great 
hunger, or the actual articles stolen are sweets. Rojas and Sanchie (1941) 
found about five-sixths of 129 delinquents had abnormal blood sugars. ‘Two 


cases of interest, linked with carbohvdrate metabolism art 
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(1) A married woman of thirty-six, of blameless reputation, after a period of de- 
pression and sleeplessness, her head drumming, stole some articles in a shop, when 
the tension was immediately relieved. Her blood sugar and electroencephalogram 
were normal, but she said that for eighteen months previously she had combined 
increase in weight with an unusual craving for sweets 

2) Another case with more positive findings was that of a single professional 


woman of forty-seven, very sensitive at being illegitimate, who nine years ago was 
fined for stealing books. “Three months ago she had tonsillitis and returned to work 


very depre ssed One month avoa colle ayue Was convict d ot shop lifting, and she 
} 


became very worried lest her past should emerge. On the day of her offence, shit 
was in town, having had no meal for twenty hours, and she felt faint. She saw the 
shop where her colleague had stolen, and thought, ‘how awful, it could have hap- 


pened to me’, and entered a neighbouring stores. ‘Thinking ‘this is what he did 


she picked up various dresses for an hour. She said it was ‘like a dream’, and felt 
very guilty after it ended. Shortly after she was arrested 

On examination, she was a tense agitated woman with hysterical tendencies 
organically normal, and with a normal electroencephalogram, even after twenty 
hours’ fasting. But phobic stimulation disturbed her greatly, and produced abnormal 
slow waves. She also had a flat blood sugar curve 

What all this means is hard to say. Some of the clothes were clearly useful for an 
impending holiday, the excitement of law-breaking might have been stimulating, but 
possibly the hypoglycaemia released tendencies (Wilder, 1947) which otherwise 
would have remained inhibited 


An element of depression is often seen in cases of stealing apparently useless 
articles. But in one case, amarried woman of forty-three, in reasonable circumstances, 
stole articles of value. Her explanation was that she was so worried at her lack of 
money. Although not an excuse in law, it was clear that this idea was really a ‘nithilis- 
tic’ type of delusion, so common in involutional depression, and after being bound 
over, her ¢elf-reproach was so great that she attempted suicidk 


Finally, I quote a case of interest, as an exampl ot ymbolic stealing’. so 
beloved of popular psychology, which 1s the only case of its kind I have ever seen 
\ young married woman stole her sister-in-law’s jewellery, but never disposed of it 


She alleged she had no memory of the act. Her husband's attentions were waning: 


he was far more interested in his favourite sister. ‘The patient was an agreeable and 


usually honest woman, and I am sure the theft was not for gain, but combined a 
symbolic attempt to regain her husband's affection, with a desire to revenge herself 
on her sister-in-law. I could not follow her up, but I am sure that in such a cas« 
psychotherapy would be more effective than punishment. But even when this is so 
it may nevertheless be desirable to have a « harge made ; I have seen cases of re peat d 
hysterical stealing occurring because I suspect the seriousness of the offence had not 
been sufficiently brought home the first time 


rHE PSYCHIATRIST AND THE COURT 
Psychiatrists are undoubtedly often viewed with suspicion—not always 
without reason. It is possibly because some psychiatric witnesses appear so 
partial that the Courts suspect that, in appearing for the defence, we con 
done the offence. But this is not the case; we merely offer technical advice 
And if, in certain offences, we consider medical treatment more likely to be 
effective than prison, that does not mean we are taking the prisoner’s side 
against society. One would feel happier about the occasional summary dis- 
missal of one’s views if, as Gillespie (1944) advocated, judges and lawyers 
‘had all had the psychological training necessary to assess psychiatric views’ 
Some, I am sure, have: and it is bewildering how on one occasion a Court 
seems unaware of the simplest psychiatric fact, yet on another a judge will 
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give a brilliant dissertation on some abstruse psychiatric topx 

It is not our business to ‘make a case’, even though the defence may ask 
for one. Our job is to give an objective opinion to the best of our ability, and 
if the defence dislikes it they must go elsewhere. If there is a good case, the 
Court will give it a fair hearing; to make one when there is not, is not only 
foolish_—as it will fail —but neither helps this prisoner, nor the next one 

Courts also do not want lectures on psychopathology; they want to know 
what can be done with the prisoner, and if one can emulate Sir ‘Thomas 
Lewis, who could teach cardiology in two-syllable words, it adds to one’s 


popularity. It also makes one’s meaning clearer than some definitions, ¢ 


that of a psychopath, as one, ‘where there has been a failure of both substitu 
tional and instinctual gratification on the alloplastic plane’ (Alexander, 19 

\lthough medical questions cannot always be answered as definitely as 
lawvers would like, the need to formulate one’s answers as precisely and 


simply as possible is a valuable discipline, and it would be desirable tor 


30) 


attendance at Courts to be obligatory in psychiatric training. Such a practice 
would also be clinically valuable. I rarely attend a Police Court without the 
chastening reflection that the most junior constable often knows more about 
the vagaries and realities of human nature, than I have learned during a 


good many years of psychiatry 
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RELAXATION BY GRAMOPHONE IN ASTHMA 
By J. M. B. MORWOOD, M.B., B.Cu 


(ASTHMA is a disease associated with a tenseness of mental attitude as well 
as bronchoconstriction. ‘This tenseness has in it an element of anxiety 
which all doctors try to allay by inducing as calm a frame of mind as ts pos- 
sible in patients with this disease. ‘This they do by the use of nerve sedatives 
such as phenobarbitone and similar drugs, and also by themselves assuming 
as confident an attitude as they can muster. Another approach to this prob- 
lem is possible by way of hypnosis, whereby the patient can be made to 
relax himself and, if the hypnosis is pushed deep enough, the broncho- 
constriction can be relieved 

Intermediate between frank hypnosis and treatment by sedative drugs 
may be said to exist a state of semi-hypnosis in which the patient can be 
made to relax himself in a way which is fully under conscious control: that 
is, he is relaxing consciously to achieve a conscious purpose. ‘This method, 
as opposed to hypnotism, can be taught to the patient so that he can then 
fall, at will, into a state of relaxation whenever an asthmatic attack occurs 
This state of semi-hypnosis can be learnt by the patient as a formula ot 
words conveying a mood and an instruction. ‘The formula of words can, of 
course, be variable, being limited only by the inventive powers of the 


person devising them 


tHE METHOD 

The technique about to be described is semi-hypnosis produced by a 
formula of words which was originally devised to make the induction of 
anasthetics easier by allaying fear in the patients’ minds and producing a 
calmness of mental attitude so that they would breathe more smoothly and 
evenly. It only needed to be extended a little in length and altered slightly 
in its instructional content to make it suitable for the treatment of asthma 
The effect is intensified by repetition many times at one sitting, during which 
the patient becomes more relaxed and the breathing easier 

The words used in this tec hnique are as follows 

‘You are drifting down a river in a little canoe on a hot summer's day. ‘The banks 
are floating past. ‘The distant sound of the harvester cutting corn Your head 
arms, legs and eves are getting very heavy, verv heavy, and your breathing 1s getting 
easier and dec per, casier and dec per 

Certain variations of this theme are used to prevent excessive monotony 
but all have the same emotional content of relaxation in heat and easy deep 
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breathing, the emphasis passing from the first idea of relaxation in heat to 
the second of easy deep breathing as the repetitions occur 

The technique, though easy to carry out, has the very simple fault of 
causing a state of semi-hypnosis in the speaker himself, to such an extent 
that for the rest of the day there ts a constant struggle to keep awake and 
work becomes a great etfort. Through the kindness of E.M.1., 3 Abbey 
Road, London, N.W.8, two wax gramophone records were then made and 
tried out. It was not possible to use them many times because they rapidly 
deteriorated, but they seemed to be quite as effective as personal treatment, 
without the disagreeable etfects. E.M.1. has now put the record into a more 


permanent form capable of many playings 


Because treatment by this method has, so far, been mostly done personally, 
each treatment taking about half an hour with resultant fatigue in the 
operator, not all of the cases which are suitable have been fully trained to 


relax themselves 


Case 1. Femalk ved ventv-two. Asthmatic attacks every month throughout the 
winter. She was fi cen in an acute attack. No drugs were given but by use of the 
formula of words given above, the bronchospasm relaxed, and when she was lett 
ibout half an hour later, breathing was easy. The fermula was repeated to her dail 
for a week. She sequently remained free of asthma, at least to the extent of not 
necding medu » or drugs tor about tifteen months 

Case 2. Mak i neteen. Asthmatic attacks annually during the hay fever 


season. ‘The firs of the season was treated with ‘tranol’ and neoepinine. ‘The 


second attack wi: 1 by the formula of words with the production oft cas’ 
breathing (and a vy slee mother) in about twenty minute There was no turthes 
attack that season } ollowing two vears, the asthma was not as se‘ 
previously been and v y controllable with ‘franol’ tablet 

Nlak Aved 14 } Had suffered from asthma almo t continuously ice 


even ears old ron itis and emp! yvsema were present After using the 


record tor about O Wee no distressing asthma was seen for a period of six 


months, though expiration was stll prolonged 

It has several times been seen that bronchospasm has been relieved as 
quickly by this method as by an injection of adrenaline. All patients said that 
they found the method of treatment avreeable and believed that it had 
he Iped them. Many of them said that when an attack came on, they re peale d 
the words of the formula or record to themselves and tound relief from 
doing so 

Dr. ¢ \. Clarke of Live rpool has been good enough te check my result 
on some of his own patients and has had several successes, most often in the 
younger, more suggestible age groups In Dr. Clarke's Opinion, the record 
helps in * the big initial labour of making the patient realize that it 1 
possible tor him to have some control over his breathing’, and could be 
easily combined with breathing and relaxing exercises 

It is of interest to note the behaviour of the relatives of the patient re 


ceiving this treatment. ‘Thev blink their eves and rock backwards and 
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forwards on their feet, trying to keep awake. The patient is much less 
affected and simply stops wheezing, if it 1s successful 

Cases other than asthma._ One of the two wax records was lent to a 
severely neurotic patient. She liked it so much that she, apparently, plaved 
it over to herself daily tor about six months. She said that it calmed her 
nerves. She also said that when she played the record to herselt just before 
going to bed, she was able to do without her usual phenobarbitone tablet 
She went to the considerable expense of getting a copy of the record specially 
made—my records were too valuable to pursue treatment of this type of 


patient 


SUMMARY 
\ method is described of treating asthma by a relaxation technique using a 
gramophone record to induce a semi-hypnotic state 


One neurotic patient was also greatly helped by this record 


FALSE FAITHS AND FRUITLESS PROPAGANDA 
By W. M. CHESNEY, M.C., M.B., B.Cn 


It is a mere commonplace to say that beliefs no longer held should not be 
propagated or that practices or regimes found wanting should be abandoned 
Yet we of the medical profession (and we general practitioners in particular) 


daily commit these faults 


DRUGS 
Until recent times we prescribed, if not with enthusiasm at least with 
sincerity, a multiplicity of drugs empirically credited with varying degrees 
of therapeutic potency. As a result of experimental pharmacology and other 


researches the majority of these drugs have now been shown to be thera 


peutically worthless, but there is an ever-increasing number of new remedies 


and modifications of the old, which are etfective 

The time has now arrived to exercise greater discrimination in preserib 
ing. ‘lo continue to prescribe unnecessary or useless drugs for, say, the 
minor self-limiting ailments (which form the greater portion of the illnesses 
in general practice) not only blunts the doctor’s veracious and scientific 
sense, but perpetuates the erroneous, if long-established, public belief that 
medicine is indicated in the treatment of every ailment. It is better to 
acknowledge openly that there are limitations to our therapy: that although 


we can cure pneumonia we cannot cure the common cold. It ts better, for 
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instance, to tell patients that cough medicines (for which there is always a 
heavy winter demand) have no curative value, only a soothing effect. It ts 
surprising how often the patient's response to this assertion is ‘I thought 
as much, myself’. | always add to my assertion that pain-killing tablets, 
such as aspirin, compound codeine tablets, and the like, have a greater 
soothing effect on a cough. | never prescribe liniments, except occasionally 
tor the aged patient, when discussion would be unprofitable . and never even 
in his case for traumatic lesions. Gargles, | consider, have little or no place 
in the treatment of tonsillitis. Much medicine and money are wasted on 
prescriptions for the so-called tonics, for which there is a great demand, 
even after a very brief infective illness. I say to patients that there is really 
no such thing as a tonic, no such thing as a universal tonic which promotes 
a state of well-being. ‘That if the body is deficient in something we can 
probably provide that something, and that that is the only form of tonic 
And, of course, vitamins as ‘tonics’ are included in these strictures. Other 
examples might he quoted, but let these sufhice. Unless there is a new 
treatment to replace the old, we continue to prescribe the old although 
known to be worthless. We continue to prescribe the cures that never cure 


‘The indiscriminate issue of prescriptions only discredits medicine in the 


public mind so that our vitally important drugs are lightly regarded and left 


untaken. ‘The ‘bottle of medicine’ habit has been perpetuated by two factors 
in particular, private practice which has now virtually ceased, and com 
petition for patients, which will cease when health centres are eventually 
established universally. ‘The evil results of both outweigh their good. ‘The 
disappearance of private practice has made obsolete Shaw's cynical remark 
about nothing being more dangerous than a poor doctor. ‘The cessation of 
competition for patients will have a like effect on the public's taunt about 
our ‘bottles of coloured water’, for bottles of inert medicine will cease 

It is a chastening thought that an erroneous belief, once established by us 
in the public mind, endures almost indefinitely. ‘The late A. N. Whitehead 
in ‘Adventures of Ideas’ emphasized the very slow acceptance of a new idea 
by a community. Perhaps he also emphasized its long persistence after 
acceptance. Anyhow that is so in the matter of medical ideas accepted by 
the community. Many a convalescent patient continues to linger over the 
fire ‘out of the draughts’ when he would be better taking a little invigorating 
exercise ‘out in the cold’. Luckily many of our ill-starred fashions tn 
medicine are of too brief duration to gain admission to the public mind 

\s with most yen ral principle : and rules a tev reasonable or common 
sense exceptions must be allowed in the case of these emphasized here on 
the use of drugs. It will be readily conceded, say, that any dissimulation, 


which renders the days of the mortally ill more tolerable, is justified 


DIETS 


Prescriptions for diets want revision as well as prescriptions for drug 
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The low-protein diet tor persistent albuminuria, which is now obsolete 
survived for many years after it was known to be harmful, if not physically 
at least psychologically. One still sees an occasional patient on a low-protein 
diet for hypertension, or on a low-residue diet for the so-called mucous 
colitis. Incidentally, the latter condition itself seems to have almost dis 
appeared. 

Low-residue diets are still prescribed for diverticulosis (or diverticulitis) 
of the colon. It is difficult to see what benefit can accrue from that restric 
tion. We are asked to believe that the ‘non-irritating’ bland diet of Myers 
(1951) ‘prevents irritation of the diverticula’, whereas, by inference, irritation 
is inflicted by the ordinary mixed diet advised, say, in Letheby ‘Tidv’s 
‘Synopsis of Medicine’. 

The so-called fat-free (or very low fat) diet is still being prescribed for 
infective hepatitis, although drastic reduction of fat was questioned as long 
ago as 1946 by Hoagland, Labby, Kundel and Shank. Incidentally, it now 
seems that no reduction at all is necessary, although the patient may have 
little appetite for greasy food (Wilson, 1951) 

lew nowadays believe that strict adherence to the standard gastric diets is 
necessary in the treatment of peptic ulcer or that relapse will thereby be 
prevented. Someone (I think probably the writer of an annotation in the 
Lancet) amusingly reminded us not long ago that our medical advice 
traditionally contains more ‘Don'ts’ than ‘Do's’, and that this was because 
sickness was said to be due to sin, and penance was necessary for remission 
of sin. If this is so, I would say that the peptic ulcer diet is the ‘Key to the 
Golden Gates’. 

Some of the prohibitions contained in these diets seem so pointless that 
I have had an aversion to inflicting them on patients. | have therefore not 
given these standard diets to patients for over ten years, except when a 
hospital has forwarded them to me for transmission to a patient, and on 
handing them over I have added a few appropriate modifying remarks 
‘Gastric Diet No. 3 for Permanent Use’ issued by a large teaching hospital 
is in front of me as | write. The patient is permanently not allowed vegetable 
soup containing shreds, or salads, or anything containing pips or skins (e.g., 
fruit, jams), or effervescent drinks, or cotlee, and so on. Not even an oc- 
casional ‘drink’. Excessive smoking, which is said to cause a relapse, may 
have resulted from the depression or irritability which sometimes precedes 
a relapse. Since Meulengracht introduced his ‘food treatment’ (as he calls 


it) for hamatemesis in 1933, the old methods of dehydration, starvation, and 


complete immobilization have been abandoned. It is surprising that ulcer 


diets have not undergone a corresponding modification 

One has long doubted the value of prolonged periods in bed tor ulcer 
patients. After an initial period of a week or ten days in bed for the patient 
with severe pain, would he not be better to spend part of the day im an easy 


cheir reading an entertaining book, or having a stroll round the garden to 
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look at the flowers, or even in the park? Mental tranquillity is acknowledged 
to be more important than physical repose. We do know from Wolfe and 
Woltf that ‘“Tom’s’ gastric mucosa was greatly influenced by the emotions 
|. W. Todd's closely reasoned article on “The ‘Treatment of Peptic Ulcer’ 
(1952) was a delight to read, and I have been emboldened by it to proclaim 


what I have practised 


“SEF YOUR DOCTOR IN THE EARLY BEGINNINGS OF DISEASI 
This exhortation has produced a response. For although a few arrive in the 


surgery in advanced disease, many arrive in advance of the disease. ‘This 


propaganda might have its merits if we had an abundance of doctors and the 


State an abundance of money. Under existing conditions the harassed and 
overworked practitioner is rendered less fit for his more serious work by a 
surfeit of patients with trivial or non-existing ailments. But indeed its de 
merits more than counterbalance its merits, for many patients are encouraged 
to be too disease-conscious: a trivial symptom is interpreted as indicating 
the onset of some dread malady 

It is not to be expected that the public can be instructed in significant 
early symptoms ‘That 1s partly the idea in the Cancer Publicity ¢ ampaign 
the propaganda by the B.B.C. and by lectures. But it is doubtful if anything 
is gained by that campaign. A quotation from Emerson has been used in 
this connexion: ‘Knowledge Is the antidote to tear’. ‘|| his 1 true when the 
knowledge that no cancer exists dispels the fear of a suspicious lump or of 
an imaginary cancer, and the latter might well have been created by the 
propaganda, but it can scarcely be true otherwise. ‘The doctor-victim 
dreads his disease more, if anything, than the non-medical patient, for he 
knows too well its potentialities. Here fear is the offspring of knowledge, 
for ‘it is a sad fact that the majority of patients, who develop cancer, still 
die ot that disease’ (Brunschwig, IQ5l) "The doctor hould be cancel 
conscious but not the general public, anyhow not until we have a cure, and 


cancer will then have lost its terrors. 


“THE PERIODI« MEDICAL EXAMINATION’ OR ‘CHECK-UP 
Here, in theory at least, we are dealing with patients who complain of 
nothing, and we are likely to find relatively little for the labour entailed 
Some of our findings would be better undetected. It is better for the patient 
not to know that he has symptomless hypertension, unless its cause 1 
possibly remediable, and that is uncommon, i.c., a unilateral renal lesion 
coarctation of the aorta, a phaochromocytoma (the last-mentioned is rare 
and unlikely to be entirely symptomless, and Price ‘Thoma [1951 Savs 
operation for asymptomatic coarctation is still sub judice) 

We might, of course, detect hypertension due to other endocrine di 
orders, some of which are treatable, but these are likely to be diagnosed on 


other grounds when such patients seek advice because of symptom 1.¢ 
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acromegaly, thyrotoxicosis, Cushing’s syndrome, adrenal cortical tumours 
or hyperplasia (Richardson, 1951). 

I often send patients, who come for a ‘check-up’, to the Mass Radiography 
Centre. But I doubt if this is wholly desirable, for such patients tend to be 
too apprehensive of disease, and an indefinite radiological finding may for 


a period cause unnecessary alarm, and thus heighten their apprehension 


‘The amount of work involved in the periodic examination of all our 
patients would be formidable. Consider, for example, the individual ex- 
amination for cancer, or rather for cancer of two organs only— cancer of the 
breast and cancer of the cervix. A breast and pelvis examination of all 
women between forty and seventy years has been advocated, and Walter 
(1951), in suggesting an experimental trial of this examination in this 
country, gives the following interesting figures. He says it is roughly 
estimated that for every 1,500 women examined annually we could expect 
to find two cancers of the breast and one of the cervix, that is, one of these 
two cancers for every 500 women, probably also the same number of skin 
cancers, and a very occasional case of cancer of the rectum, tongue, vulva, 
or other easily accessible site. He points out that women of forty to seventy 
years form about 18 per cent. of the populace or about 1 1n 6. So a practice 
of 3000 patients would include 500 for examination. We would therefore 
have to examine 10 every week. ‘The result seems meagre for the work 
involved. We are unlikely to spot a cancer elsewhere in a patient who 
complains of nothing. It is hardly necessary to add that the case (or cases) 
discovered as a result of these 500 examinations would probably consult us 


soon in any case because of symptoms. 
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THREE DUBLIN DOCTORS OF THE 
EARLY NINETEENTH CENTURY 
r. G. WILSON, M.B., Litt.D., F.R.C.S.I 
(Illustrated by the author) 


(MONG the pioneers of modern medicine, three members of the Dublin 
School take high place. ‘hey are Abraham Colles, a surgeon; and two 


physicians, Robert James Graves and William Stokes 


ABRAHAM COLLES 
(1773-1843) 
‘The doctors of the eighteenth century, ‘the golden age of quackery’, were 
pompous, periwigged creatures whose ignorance Was as extreme as their 
vanity. Bleeding, blistering, and violent purgation were their principal 
methods of treatment. Some were scholarly enough, othersmerecharlatans, but 
most were utterly devoid of scientific ideas. Soon all this was to change, for with 
the beginning of the nineteenth century medicine began to emerge trom the 
mists of superstitious ignorance which had enshrouded it since primitive ages 


When Colles began his medical career, operations were usually limited 


to amputations, the removal of stones trom the bladder, and the tying of 


arteries for aneurysm. ‘The unhappy patients were bound down with ropes, 
and the operation was accompanied by their screams of terror unless they 
fortunately fainted. ‘The only soporifics known were alcohol and opium 
If muscular relaxation was needed to facilitate the reduction of fractures or 
dislocations, an effort might be made to make the patient faint. He might 
be placed in a hot bath, and when well flushed, bled thoroughly, and given 
tartar emetic to make him vomit. If these measures did not produce the re 
quired degree of faintness, the procedure was repeated. Another ingeniou 
method practised by Colles at Steevens’ Hospital was the injection of an 
enema of tobacco smoke into the rectum by means of a long silver tube 
connected with a large bellows; a proceeding which was sometimes attended 
with disastrous results, but which, nevertheless, was continued until the 
introduction of ether anasthesia in 1846 

In those days speed in surgery was essential, and he who could amputate 
a limb or remove a stone from the bladder in quicker time than his con 
temporary was accounted the better operator. ‘The surgeon amputated a 
thigh by cutting and sawing with his right hand while compressing the 
main artery with his left. His speed was so great that if the spectator sneezed 
or turned his head he missed seeing the operation——it was over. Operating 
theatres were small, stinking amphitheatres, often crowded to the roof with 
students. ‘The filth was indescribable. ‘The surgeon came to the theatre 
direct from the post mortem room, and neither changed his clothes no;r 
washed his hands. He was proud of his old operating coat, the incrustations 
of blood and pus upon which testified to his experience 
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‘These were the conditions under which Colles worked: but in spite of 
them he attained distinction in both anatomy and surgery. Every medical 
student knows Colles’ fascia and Colles’ ligament. In 1814, he described the 
fracture of the forearm above the wrist which has ever since been known as 
Colles’ fracture. His account was written before he had an opportunity of 
verifying his observations by dis- 
section, but his description of the 
appropriate treatment was so clear 
that little has been added to it 
since 

As a surgeon, Colles was bold 
and skilful. He was the first surgeon 
in Ireland to tie the subclavian 
artery. When it is remembered that 
this artery lies at a considerable 
depth behind the collarbone, among 
most important structures, the lung, 
and large nerves, arteries and veins, 
it will be realized that it was no 
small feat to tie it without an 
anwsthetic of any sort. Colles could 
do it only because his knowledge ot 
anatomy Was minute and extensive. a eo ee 
His description of the first occasion 
upon which he performed this operation is intensely dramatic. ‘The reader 
cannot fail to visualize the scene: 


Ihe mall theatre with its wooden operating table and benches, the assistant 
urgeons, voungish gentlemen in black, with high collars and cravats, revolving 
around the masterly central figure of the surgeon and helping him by restraining 
the patient, or holding forceps and ligatures—the row of awe-struck pupils and 
apprentices beyond. The patient grows fait, and is ratsed up to a sitting position 
te give relief, while the great surgeon goes on calmly dissecting down on the artery 
at st with the knife, then with his forefinger and fingernail, for a knife would 
too dangerous if the deeper parts of the wound. ‘The ligature ts passed, and the n 
tihtened. ‘The patient complains of an oppression at his heart; his face grows pal 
and everyone present fears his instant death. Many of the onlookers now leave the 
room, not wishing to see him die before their eyes. But Colles continues fearlessly to 
complete the operation, and the patient is finally returned to his bed more than an 


| 
bye 


hour after he lett it 

Colles performed this operation three times. [t was a great feat of surgery, 
but in each case he was defeated by a factor which science had not yet 
learned how to deal with, for on each occasion the patient died of sepsis 


some days after the operation 
Colles must have been an inspiring teacher, and one calculated to instil 


the highest principles in those under him. A large number of his beds were 


set aside for the treatment of syphilis. Accommodation for the venereal 
cases in Steevens’ was provided on the top corridor, which had previously 


been used for the overflow of wounded Peninsular heroes from the Royal 
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Hosp:tal. ‘These wards filled an important function in the Dublin medical 


school, for they provided the only clinical material for teaching, since 


apprentices and students were strictly forbidden to enter the wards of the 


Lock Hospital. It was from the experience gained in these wards that 

Colles was able to write his famous book, ‘Practical Observations on the 
Venereal Disease and on the Use of Mercury’ 

his monumental work was published in 1837. Many of the cases 

described are human documents of the most poignant nature. ‘To medical 

men the most interesting 

chapter in Colles’ book is 

that in which he describes 

the congenital syphilis of in 

fants. Hedescribesthe symp 

toms admirably, admitting 

freely that in many cases he 

is unable to explain how the 

infection is transmitted to 

the child, or why parents 

who appeal to have been 

cured of the disease produce 

syphilitic children. He ts 

frank enough to record the 

facts as he had met them, 

and he makes no atte mpt to 

fit them in with his views 

of the disease. It ts in this 

chapter that he makes the 

statement which has ever 

P Since been known as 

-- : - ‘Colles’ Law’. As this law 


s sometimes misquoted it 





may he yiven mn his own 
I 
words 
Cdr 
attention 1s this: that achild born of amother without an 
ind which, without being exposed to any infection sub 
this disease when a few weeks old, this child will intect t 
whether she suckle it or merely handle and dress tt 
known to infect its cwn mother, even though she venereal 
ilcers on the lips and tonyuuc 
he reason why the mother does not appear to be intected 1 , of course 


that she already has the disease, although in her it 1s quiescent 


ROBERT JAMES GRAVI 
(1797-1553) 


(;raves, the second of the triumvirate, was handsome, dark, and debonau 
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of joyous, generous disposition, and full of energy, mental and physical 

Ile was the type of man to whom adventures seem to come naturally and 

inevitably. After qualifying in arts and medicine in ‘Trinity College, Dublin, 

he had travelled in the customary manner on the Continent, visiting Berlin, 

Gottingen, Vienna, Copenhagen, France, and Italy. In Austria he was 

thrown into prison for ten days as a spy, for it was said no Englishman 

could speak German as well as he did. When travelling in the Alps, his 

diligence was boarded by a man who looked like a ship’s mate on leave 

From time to time this man 

took trom his pocket a notebook 

across Which his hand moved 

with great rapidity. Graves at 

first thought his companion was 

insane, but he changed his 

opinion when he found that 

what he had taken for the scrib- 

blings of madness were in reality 

notes of passing cloud-torms, 

drawn with the surety of genius 

‘The artist was ]. M. W. ‘Turner, 

and Graves was privileged to see 

the first Swiss sketchbook in the 

making. ‘The two travelled to- 

gether for several months be- 

tore either discovered the other's 

name. Graves has recorded that 

‘Turner would outline a scene, sit Fig. 3.—Robert James Grave 

doing nothing for perhaps several days, then suddenly exclaim: “There it 

is!’, and work feverishly until he had put down the effect he wished. 
\fter passing through Italy, Graves embarked for Sicily at Genoa, he 

and a Spaniard being the only passengers on a small brig. ‘They encountered 

a terrific north-easterly gale, and the ill-found and worse-manned vessel 

was soon in difficulties. The sails were blown away, the pumps choked 

and the crew determined to abandon ship, leaving the passengers to thei 

fate. ‘The terrified Spaniard communicated this cheerful news to Graves, 

who was lying seasick in his bunk. He ran on deck and stove in the only 


boat with an axe. ‘Let us all be drowned together’, he said, ‘it is a pity to 


part good company.’ He then mended the suckers of the pumps with 


leather trom his own boots, and took command of the ship until she rode 
out the storm. 

He returned to Dublin in 1821, was appointed Physician to the Meath 
Hospital, and helped to found the Park Street School in the same year 
‘Throwing his great energies into teaching, he condemned whole-heartedly 
the Edinburgh method in which the teacher interrogated the patient in 


a loud voice, the clerk repeated the patient’s answer, and the crowd of 
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students around the bed, most of whom could not see the patient, made 
notes of the questions and replies. Instead, he made his students examine 
the patients for themselves, and discussed with them the diagnosis, patho 
logy, and treatment of each case. This is real bedside teaching as it is under 
stood today, and to Graves belongs the honour of having introduced it 
into the British Isles. William Stokes joined in the reformation five years 
later, and it is no exaggeration to say that these two men were the founders 
of British clinical teaching, and that they made the Dublin School ot 
\edicine famous all over the world. 

Graves’ reputation does not rest upon his teaching alone. His ‘Clinical 
Lectures’ were published in 1843, and rapidly spread his fame all over 
Europe. ‘he book was translated into French by ‘Trousseau, who told his 


pupils to consider it their breviary, declaring that of all books published in 


his time there was none more useful. He himself read and re-read it ince 

santly until he knew it almost by heart, but he could not refrain from 

reading a book which never left his study. ‘There was certainly much that 
was novel and true in its pages, 
and the claim that many thous- 
ands of the sick owed their live 
to it Is probably justified. In 
stvle the book ts easy, and the 
matter is never dull. It included 
the description of the case of a 
young lady who suffered from 
exophthalmic goitre. It is a 
single case, simply recorded, On 
the strength of it Trousseau sug 
gested that exophthalmic goitre 
be called Graves’ disease and 


(;raves’ disease it 1s to this day 


WILLIAM STOKES 
( 1504-1575) 

Sir William Stokes in 1854 In scientific circles in Dublin the 
(with a bottle of Guinness) name of Stokes signifiesadynasty 
rather than simply a family. Since Gabriel Stokes left Shropshire in 1680, the 
family has been briliantly represented in Ireland, as happily it still is 
Among its members whe went farther aneld were Sir George Gabriel 
Stokes, Professor of Mathematics at Cambridge and President of the Royal 
Society, and that endearing personality, Adrian Stokes, Professor of Bac 
teriology in ‘Trinity College, Dublin, and later of Pathology at Guy's 
Hospital. His death in Africa from yellow fever, the disease in which he was 
conducting brilliantly fruitful research, was a major loss to science 

William Stokes spent his childhood at Ballinteer, in the foothills of the 
Dublin mountains. He studied medicine at the Meath Hospital, and at 
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Glasgow and later at Edinburgh, where he graduated M.D. in 182s. He 
returned to Dublin, and in the following year was elected physician to the 
Meath Hospital in his father’s place, having as his senior colleague the 
illustrious Graves. His son, Sir William Stokes, said; ‘For years they worked 
together in the Meath Hospital, assisting one another in their clinical 
researches, and in the initiating and carrying out of a system of clinical 
instruction, till then unknown in this country, which eventually acquired 
a world-wide fame for the Dublin School of Medicine. Never did any 
disagreement arise between them’. 

Stokes’ teaching soon became famous. He took immense care with his 
lectures. ‘The night before his first address was given he stayed up until 
three working at it. From sheer exhaustion he was then driven to bed, but 
was up again by six o'clock. The lecture was a great success; others equally 
successful followed, and Stokes was generally congratulated, and recognized 
as a great clinician 

His capacity for work was tremendous. ‘I rise early, write tll breakfast, 
then go to the dispensary, where I sit in judgment on disease for an hour; 
then to the hospital, where I go round the wards attended by a crowd of 
pupils; from the hospital I return home, write again till two, then go round 
and visit my patients through various parts of the town, attended by a pupil’ 

While Stokes was still a schoolboy, a young French physician named 
Laénnec performed an experiment which revolutionized the practice of 
internal medicine. 

A girl came to see him suffering from heart disease. Normally he would have 
listened to her heart by placing his ear directly on her bosom; but he shrank from 
this procedure because of her youth. He may also have suspected that he might not 
hear much im this way, for the young lady was rather stout. Instead, he had a 
brilliant idea. Rolling up a quire of paper, he applied one end to the patient's chest, 
the other to his own ear. Immediately he heard the heart sounds clearly and dis- 
tinctly; for his roll of paper was the first stethoscope 

Stokes became interested in the instrument and ever after took the 


greatest interest in diseases of the heart and lungs. ‘To him belongs the 
honour of being the first man to publish an account of the stethoscope in 
English, which he did at the age of twenty-one. ‘To the modern medical 
man, however, he is probably better known through ‘Cheyne-Stokes 
respiration’ and the ‘Stokes-Adam’s syndrome’, 

Stokes, like Graves, took his place naturally among the brilliant intel- 
lectual aristocracy of the time. Both were eventually recipients of many 
honours, including the F.R.S. But Stokes is to be thought of above all else 
as the physician of the poor: ‘My patients have one great defect —instead 
of giving money, they too often, unfortunate beings, have to solicit it from 
their medical attendant; and who, with the heart of a man, would refuse 
to relieve their sufferings when he has a shilling in his pocket? A poor 
woman whom I attended for long, and who ultimately recovered, said, 
“Oh, doctor, you have given me a good stomach, but I have nothing to 


put into it’’.’ Stokes has indeed left a sweet memory in Dublin, where 


memories are long 
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‘Two types of tat emulsions have been found to be useful in the clini 
those designed for oral use and those that may be given by vein. Both are 
used as a means of supplementing diets in patients in need of extra calories 
and who are unable to obtain sufficient calories by other means. Fat emul 
sions that can be given by vein have an additional function, potentially of 
considerable value in chemotherapy, in that they may serve as a vehicle o1 


carrier of fat-soluble drugs 


FAT EMULSIONS FOR ORAL USI 

Illness is often accompanied by anorexia and consequent loss of weight 
\ssociated with the loss of weight are a number of complaints —-weakness, 
restlessness, insomnia, and further anorexia. ‘These findings may be in 
creased in illness associated with trauma, fevers, and increased metaboli 
rate. Before long the ‘starvation’ is often the main therapeutic problem 

The dietary supplements commonly recommended to combat the caloric 
deficiency of illness contain primarily large amounts of carbohydrate and 
protein. Since these nutrients have a caloric value of only 4 calories to the 
gramme, it is often difhcult, owing to the bulk, osmotic properties and 
physiologic al etfects upon the gastro-intestinal tract of the supple ments used 
to add a significant number of calories to the daily diet of the patient for a 
prolonged period. Although fat is more concentrated in calories, containing 
g calories per gramme, it is extremely difficult for the average person to 
consume appreciable amounts of fat as it ordinarily occurs in the diet. Fat 
emulsions tend to overcome this problem by increasing palatability. ‘This ts 
due in part to the smallness of the fat particles which in such emulsions is 
in the order of that of smaller bacteria. Accordingly, the virtue of fat emul 
sions is their combination of caloric density with a reasonable palatability 

Our laboratory developed a fat emulsion suitable for oral use consisting 
of 40 per cent. peanut oil, 10 per cent. glucose in water, and containing 2 
per cent. emulsifying agents and small amounts of flavouring agent, anti- 


oxidant, and preservative (Shoshkes, Van Itallie, Geyer and Stare, 1951) 


It provides calories per ml., so that 8 ounces (250 mil.) yrovide 1000 
| + | | 


April 1953. Vol. 170 (413) 





414 rHE PRACTITIONER 


calories. It and similar emulsions have recently become available com- 
mercially. 

Palatability of the emulsion is improved if it is given cold, preferably with 
crushed ice, and it may be mixed with an equal volume of milk or a fruit 
juice with heavy flavour such as grape juice. With adults markedly under- 
weight, the usual dosage is from 4 to 8 ounces (125 to 250 ml.) per day, in 
three divided doses at mid-morning, mid-afternoon and before bedtime 
With children, the dosage will vary from half the adult dose to full dosage 

It should be emphasized that the oral fat emulsion does not take the place 
of food; it merely supplies additional calories in a small fluid volume. Pro 
tein, vitamins, minerals, and the other nutrients must be supplied. ‘The 
reason for giving the fat emulsion between meals is so as not to impair the 
ingestion of the subsequent meal. 

Detailed reports of the use of the oral fat to 141 human subjects showed 
weight gains up to 22 pounds (10 kg.) (Shoshkes, Van Itallie, Geyer and 
Stare, 1951). he emulsion has been given daily for periods of a few days 
to periods of several months, Caretul metabolic studies on man have shown 
that up to 2,200 calories per day from fat emulsion are well tolerated, and 
that nitrogen and potassium deficits due to inadequate calories may be 
abolished by the calories trom the oral fat emulsion (Van Itallie, Logan, ef 
al., 1952). ‘he emulsion has been shown to be extremely useful in tube and 
jejunostomy feedings, as well as in a great variety of medical and surgical 


ills (dnnals of the New York Academy of Sciences, 1952) 


FAT EMULSIONS FOR INTRAVENOUS USI 
Fat emulsions that can be given intravenously offer an opportunity to over 


come the major inadequacy of present-day parenteral nutrition. ‘This in 


adequacy is of calories. Obviously when speaking of a caloric deficiency in 


parenteral nutrition, this does not refer to the parenteral fluid therapy re- 
quired by the reasonably well-nourished patient for limited periods of time; 
rather does it apply to the patient who has lost considerable weight, who 
cannot or should not consume food by mouth, and whose nutritional status 
must be maintained or improved largely or completely by parenteral routes 
until it is again possible to ‘enjoy three meals a day’. 

The calorie-containing materials usually available for parenteral use 
glucose solutions, blood and its derivatives, and protein hydrolysates -do 
not provide sufficient abundance of calories in a reasonable fluid volume 
lor example, a litre of 5 per cenc. glucose provides only 200 calories. A litre 
of 5 per cent. protein hydrolysate contains a ce‘nparable number of calories, 
but this amount of energy can only be realized in a depleted patient if the 
amino-acids are not synthesized into tissue proteins. It is this latter role, 
however, namely tissue repair, which should be the main purpose of such 
hydrolysates. Blood, for all practical purposes, is nearly devoid of calorie 


available to the body at the time it ts given 
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More recently, dilute solutions of alcohol, invert sugar (fructose plus 
glucose), and fructose have been used in an attempt to provide more calories 
in parenteral therapy. ‘These may be useful but they do not solve the prob- 
lem. Alcohol, if completely metabolized, provides 7 calories per gramme 
Evidence is lacking as to just how much of it is metabolized completely when 
it is given intravenously. Its effect on the central nervous system may be 
helpful or harmful and in any event requires caretul supervision 

All of the above-mentioned materials, except blood, are excreted by the 
kidney in varying amounts dependent upon many circumstances, and hence 
the calories as calculated are not always all available. Slow rates of infusion 
tend to minimize losses va the kidney, but long periods of infusion are dith 
cult for the patient as well as for the nursing and house statf. Sufhice it to 
say that by means of caloric supplements available for parenteral use today 
it is unusual to be able to supply a patient with more than a thousand 
available calories for more than a few consecutive days. A patient who ts 20 
to 40 pounds (g to 15 kg.) below desirable weight because of carcinoma or 
ulcerative colitis could well do with two or three times a thousand calorie: 
For protein to be used efhciently for anabolic purposes, the basal calori« 
needs of the body must be met largely by sources other than protein, which 
means either carbohydrate or fat. Basal caloric needs of the healthy adult are 
approximately 1,500 calories, and in disease may be increased considerably 
Hence the need tor a caloric supplement in parenteral nutrition is for one 
that will provide 1,500 to 3000 available calories in a reasonable thud volume 
Fat emulsions provide this opportunity, although it should be emphasized 
that such emulsions are not yet commercially available and several difficult 
problems must be solved betore they become generally available 

Fat has a number of intrinsic advantages over either carbohydrates o1 
protein as a parenteral source of calories. In addition to providing g calories 
per gramme rather than 4 calories per gramme, it is not excreted by the 
kidney cr in the faces, and hence all fat calories given intravenously are 
available; it is not irritating to the vein as are hypertonic glucose or protein 
solutions, and so sclerosis of the veins does not result. Because of the last 
two properties it is feasible and possible to administer concentrations of fat 
considerably higher than the concentrations usually used in carbohydrate, 
protein, or alcohol solutions 

In 1942 Our laboratories began research on fat emulsions suitable as a 
caloric supplement for parenteral nutrition. Our laboratories were not the 
first to work on this problem, for during the preceding twenty years some 


work on the problem had been done by a few European, Japanese and 


American research workers In fact, we have found reference to attempts to 


give fat intravenously as far back as 167g (Courten, 1710-12). Our interest 
developed because we considered the problem important to military medi 
cine, and because we were interested in the possibilities of maintaining an 


animal indefinitely on complete parenteral nutrition as a new approach to the 
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study oi the intestinal flora in synthesizing various nutrients. Our early re 

search was confined to a study of the preparation and properties of fat 
emulsions and. their utilization as studied in the dog. The details of these 
studies are available in the literature (McKibbin et a/., 1945; Mann et ai., 
1948). As a source of fat, coconut oil, corn oil, peanut oil, and olive oil have 
been most extensively tried and the best results have been obtained with 
coconut and olive oil. Concentrations of fat from 10 to 30 per cent. with 4.3 
per cent. of glucose added (to make the emulsion isotonic) have been used 


Such emulsions provide 1,200 to 3,200 calories per litre 


CLINICAL RESULTS WITH INTRAVENOUS FAT EMULSIONS 


Sterilization has been accomplished by autoclaving. Numerous materials 
have been tried, and are being tried, as emulsifying or stabilizing agents, 
and are generally used in a concentration varying from 1 to 2 per cent 
\fter extensive studies in animals had been completed, including careful 
post-mortem observations, the emulsions were studied in man. To date, 
the emulsions have been used in hundreds of patients and in 12 normal 
volunteers. ‘They have been used in patients with a great variety of illness, 
and in patients ranging in age from seven weeks to eighty-one years. So far 
the fat emulsions we have used in man have been limited to those containing 


not more than 15 per cent. fat and 4.3. per cent. dextrose, which furnish 


>. 
1,600 calories per litre. Amounts of fat up to 5 grammes per kilogramme of 


body weight have been given to adults, and up to 6 grammes of fat per 
kilogramme of body weight to a seven-week infant. Infusion periods have 
ranged from one to thirty-six consecutive days. ‘That the emulsion was 
effective was indicated by favourable clinical response, prevention of further 
weight loss, gain in weight, and maintenance of positive nitrogen and 
potassium balance. Subsequent post-mortem examination of 50 of these 
patients revealed that the fat emulsions had produced no pathological 


( hange, either gross or microscopic. 


In one study (Neptune, Geyer, Saslaw and Stare, 1951), four critically 11] patients 
were given from 1o to 21 infusions of emulsion each totalling one litre or more 
Diagnoses of these four patients were as follows: gastric ulcer, carcinoma of the 
stomach, retroperitoneal sarcoma, and carcinoma of the pancreas. Extensive surger 
was performed on two of the patients. Despite the critical nature of these illnesses 


the usual weight loss was not observed during the periods 


that fat emulsions were 
infused to provide adequate calories 

In a recent study concerned with 35 patients, as much as 2 litres of fat emulsion 
providing 3,200 calories, has been given to patients in a twelve-hour period without 
untoward response (Van Itallie, Waddell, Geyer and Stare, 1952). One of these 
patients received fat intravenously for thirty-six days, and the fat emulsion furnished 
i total of 42,214 calories. ‘The statement is made that ‘in the light of the information 
available concerning the clinical administration of fat intravenously, it is felt that 
discussions which centre around the feasibility of administration of fat to patients 
are beside the point. Attention might better be directed to the problems associated 
with the production of a consistently non-pyrogenic preparation which will remain 
stable despite changes in environmental temperature and rough handling 





CURRENT THERAPEUTICS 417 


Untoward reactions to the infusion of emulsified fat occasionally occur but 
are becoming less frequent. An analysis of our most recent data show that in 
500 patients receiving a total of more than 1000 infusions of fat the in 
cidence of all types of reactions was 12.7 per cent (Waddell, Gever, and 
Stare, unpublished data). Only 7 per cent. of what might be described as 
severe reactions occurred. ‘Temperature elevation, sometimes associated with 
chills, is the most frequent complication. A great deal of work has been done 
in an attempt to eliminate such reactions, and although progress has been 
made, conclusive definition of the source and mode of operation of the 
pyrogenic factors has not been attained. It is quite clear, however, that the 
pyrogenic response is not inherent in the intravenous administration of 
emulsified fat or the metabolism of large quantities of fat over a short period 
of time 

\norexia, nausea, vomiting, headache and chest or back pain have o 
curred in a small percentage of each group of patients infused. ‘The in 
cidence of these reactions is small but their elimination, along with pyrogen 
reactions, is one of the major problems today. Johnson, Freeman and 
Never ( IQ52) reported that thrombocytopenia developed in three patients 
who received multiple infusions of a 20 per cent. olive oil emulsion which 
contained 1 per cent. lecithin as the emulsifying agent. ‘This laboratory has 
not observed toxic etfects of this nature. Hepatic function has been studied 
in patients receiving multiple infusions of emulsified fat and no alteration 
that might be attributed to the fat were noted (Johnson, Freeman and 
\lever, 1952; Waddell, Van Itallie, Geyer and Stare, 1951) 

In as much as other reports (Holt, Tidwell and Scott, 1935; Shafirofi 
\lulholland, Roth and Baron, 1949, Johnson, Freeman and \lever, 152), il 
addition to our own, have shown favourable results from clinical ad 
ministration of fat emulsions, why then are they not more widely used? 
‘The answer ts that there still remains a conside rable yap between a prepara 
tion that can be produced under laboratory conditions and administered on 
an investigational basis and a preparation that can be manufactured and 
distributed in quantity and which has a ‘shelf life’ of many months 


FAT EMULSIONS AS VEHICLE FOR FAT-SOLUBLE DRUG 
In addition to serving as a source of calories, fat emulsions hold consider 
able potentialities as a vehicle for the intravenous administration of fat 
soluble drugs. ‘The reactions observed with fat emulsions containing fat 
soluble vitamins have been far less than with fat emulsions used for calor 
purposes, due no doubt to the difference in the volume injected With the 


former, amounts of 1 to s ml. are used, and with the latter, amounts from 


0.5 to 2 litres. In this laboratory, emulsions containing vitamins A, D, I 


and Kk, have been prepared. ‘The last compound is a potent anti-dicoumarol 
substance, and in the dog a prolonged prothrombin time due to dicoumarol 


has been reduced to normal in thirty to sixty minutes by giving an emulsion 
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of vitamin K, intravenously. Similar studies in man have shown that a pro 
longed prothrombin time due to dicoumarol may be reduced to the safe 
range within ninety minutes by the use of emulsified vitamin K, given 
intravenously (Watkin, Van Itallie et a/., 1951; Van Itallie, Geyer, and 
Stare, 1951) 
SUMMARY 

Fat emulsions, both for oral and intravenous administration, have many 
uses in the clinic, whenever starvation or emaciation is to be prevented or 
treated and when this cannot be accomplished by conventional means. Both 


provide calories in a small volume of fluid. ‘The emulsion for oral use de- 


vised and used in this laboratory provides 4 calories per ml. and is generally 
used in amounts to furnish a supplement of 500 to 1000 calories per day 
k:mulsions for oral use are available commercially. * 

The emulsion for intravenous administration made and used in this 
laboratory provides 1,600 calories per litre, and is generally used in amounts 
to furnish a supplement of 1000 to 3,200 calories per day. Reactions, mostly 
of a mild pyrogenic nature, are not frequent and, in an analysis of the last 
500 patients infused, amounted to 12.7 per cent. ‘Technical difficulties in the 
manufacture of these emulsions on a commercial basis prevent their availa- 
bility at this time 

Emulsions for intravenous use serving as carriers tor tat-soluble drugs 
hold considerable promise for chemotherapy. One such emulsion of vitamin 
kK, has been devised in this laboratory and is useful to counteract promptly 
the effect of dicoumarol (4ishydroxycoumarin) in blood coagulation. A 
similar emulsion has recently been made available commercially 


*Lipomul Oral’—The Upjohn Company, Kalamazoo, Michigan 
t'Mephyton’, Merck & Company, Inc., Rahway, New Jerse: 
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TROPICAL EOSINOPHILIA 


PROPICAL eosinophilia, or eosinophil lung, is a chronic disease, characterized by 
a high eosinophil leucocytosis, by cough, typically occurring in nocturnal pat 


oxysms, by fatigue, loss of weight and anorexia, and by its response to treatment 


with organic arsenicals 


ETIOLOGY 


Ihe cause of the disease remains unknown. Efforts to incriminate various bacteria 


and spirochxtes have been in vain. ‘The demonstration of mites in the sputum of 
cases of eosinophil lung is now generally thought to be coincidental, as mites are 
ubiquitous and have been found equally in the sputum of persons with othe: 
diseases. ‘The eosinophil is the characteristic cell of respons to parasitic worm 
and it ts therefore natural that a helminthic cause should be sought for the con 
dition. Nevertheless, although patients with tropical eosinophilia often harbour 
various helminths, they do so to no greater extent than their healthy fellows, and 
to rid them of their worms does not in the least affect their disease. Post-mortem 
observations are extremely few and have contributed nothing positive to 


out 
knowledge of the disease Ihe 


response to treatment suggests an iniective caus 


of some sort, but there the matter rests 


CLINICAL DESCRIPTION 
All races are susceptible to the disease, but the great majority of reported cas 
have been in Indians, both in their own country and elsewhere (Malaya, East and 
South Africa). ‘The disease usually begins insidiously, with the development of a 
cough, which 1s occasionally ushered in by a short period of malaise and slight 
fever. ‘The cough, which is practically always the presenting symptom, occurs 
during the night. It is irritating, unproductive and paroxysmal, so that the sufferes 
is obliged to sit up and cough violently for several minutes, after which he sink 


back sweating and exhausted by his exertions. Several such episodes, punctuated 


by short periods of uneasy sleep, may occur every night, throughout the illnes 

During the daytime the cough ts seldom troublesome and is often absent, but a 
time passes the patient increasingly exhibits the effects of his bad nights in his 
anxious, tired expression, his habitual fatigue, and his loss of appetite and weight 
In the absence of treatment the patient continues indefinitely in a state of chron 
ill-health. ‘The longest recorded duration of the illness is twenty years, but most 
sufferers present themselves for treatment during the first few months. ‘The 
physical signs are not characteristic. Rhonchi can usually be 
particularly at tae bases. Radiography of tie lungs shows 

striations and, commonly, a mottling of the lung fields, the 


heard in the lungs, 
prominent bronchial 
individual shadows 
being round, with poorly defined edges, and varying in diameter up to a maximum 


of about o.5 cm. The mottling is coarser and more intense at the hila and bases, 


the apices being relatively free. The essential feature of the 


disease 1s an intens« 
eosinophil le ucocytosis 


Ihe absolute number of eosinophils always exceeds 3 


per c.mm. and forms from 25 to 95 per cent. of the total leucocyte count. The only 


other laboratory inve stigation of value is the ervthrocyt 
is consistently raised 


edimentation rate, wl 
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DIFFERENTIAL DIAGNOSIS 
Diagnosis consists in eliminating on the one hand those respiratory diseases which 
may produce similar symptoms, and on the other the conditions associated with 
similar blood changes. Bronchial asthma and pulmonary tuberculosis may both 
simulate the symptoms of eosinophil lung, but are not normally associated with 
any great degree of eosinophilia. It should be remembered, however, that tropical 
eosinophilia and pulmonary tuberculosis often coexist. 

Various helminthic diseases may provoke an eosinophilia of the order of that 
found in eosinophil lung. Those which do so regularly are schistosomiasis and 
loiasis, neither of which occurs in India or Malaya, where eosinophil lung is most 
common. Of the helminths found in those countries, hookworms and Ascaris may, 
in the case of a heavy infestation when the larvz are migrating through the lungs, 
cause both cough and intense eosinophilia as transient phenomena, which ar 
followed by the appearance in the stools of the characteristic ova. It should bx 
stressed that, having regard to the ubiquity of these worms, great caution should 
be taken before any unusual symptoms are ascribed to their presence. Normally, 
neither hookworm nor Ascaris infestation is associated with an eosinophilia ot 
more than about 10 per cent. of a normal total leucocyte count. Strongyloidiasis is 
not uncommonly associated with a high eosinophilia, but seldom causes any 
symptoms other than urticaria; it is recognized by finding the larva in the stools 
Bancroftian filariasis rarely produces high eosinophil counts and does not cause 
cough; it is diagnosed by finding the microfilaria in the blood at night or by signs 
of lymphatic obstruction 

Loétiler’s syndrome bears a superficial resemblance to tropical eosinophilia but 
is characterized by its trivial quality and, more especially, by the transient nature 
of the eosinophilia and lung shadows, which come and go in a fortnight 


TREATMENT 

I'he remarkable sensitivity of the disease to the organic arsenicals was discovered 
by chance, when a patient was cured by the treatment which he was receiving for 
concurrent syphilis. The choice of preparation does not greatly matter. Neo 
arsphenamine is as satisfactory as any and should be given intravenously (0.3 g 
weekly, for six doses). Should an oral preparation be preferred, stovarsol (4 
grains [0.25 g.] twice daily, for ten days) is satisfactory, although its action is less 
certain than that of the intravenous preparations, and it is somewhat liable to 
cause dermatitis. This complication is of no great moment, however, provided 
that the stovarsol is stopped immediately the rash appears. It will be observed 
that the doses recommended are low. This is because of the peculiar liabu.ty of 
Indians to develop arsenical encephalopathy. 

Other drugs are relatively ineffective. 4 few cures have been obtained with 
bismuth injections and with penicillin, but the failures have outnumbered the 
successes. Sulphonamides are without action. Aureomycin is under trial, but seems 
to be of low efficacy. 

The response to treatment is most gratifying. There is sometimes a transient 
aggravation of symptoms after the first injection, but a definite improvement may 
contidently be expected after the second, and after the fourth the patient ts 


symptom-free. ‘The criteria of cure which should be adopted, in addition to the 


subjective improvement, are the fall of the eosinophil count to below 2000 per 
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c.mm., the disappearance of the radiological signs, and the return of the sedi 
mentation rate to normal 
Relapses or reinfections (we cannot say which, in our ignorance of the cause) 
occur in about one-tenth of the treated cases after an interval of months or vears 
I'hey respond to arsenic in the same way as primary attacks 
D. R. SEATON, M.B., M.R.C.P., DTM 
Issistant Physician, Liverpool School of Tropical Medicine 


TUMOURS OF THE BLADDER 


LAST year, 410 new patients whose main complaint was of blood in the urine cam« 
to the Urological Clinic of the Glasgow Royal Infirmary. Ninety-nine of them had 
a bladder tumour and another nine a renal neoplasm. Hamaturia is regarded as an 
important symptom demanding full investigation; these figures prove just how 
important it is, indicating, as they do, that one-quarter of all patients with hama 


turia as their main symptom are harbouring a tumour of the bladder 


TYPES OF BLADDER TUMOURS 

Connective tissue tumours of the bladder, such as sarcomas, are rare. Most vesical 
neoplasms are of epithelial origin and can be classified conveniently into the 
following group 

(1) ‘Simple’ papilloma 

(2) Doubtful papilloma 

(3) Malignant papilloma 

(4) Flat or slightly raised infiltrating carcinoma 

(S$) Adenocarcinoma 

It is questionable if even the most innocent-looking papilloma can really be 
regarded as a benign tumour, and it is probably safer to treat all bladder tumours 
as if they were malignant from the start. This does not mean early radical surgery, 
but it does imply absence of complacency on the part of the surgeon; he must not 
be satisfied with a short follow-up of his patients, but should insist on their 


return at regular intervals for cystoscopy, even though their lesions may have dis 


appeared. Any man who has once had a vesical neoplasm is a potential candidat 


for a recurrence, perhaps years later, and the recurrence will usually prove mor 
malignant than its precursor 

Ihe so-called simple papilloma begins 1s a slender stalk of connective tissuc pro 
jecting into the lumen of the bladder ; the stalk is covered by transitional epithelium 
which is only a few layers thick. As the tumour grows, the tip branches into a 
number of delicate processes or villi, whilst the stalk remains relatively thin. A 
very large papilloma may remain simp'c, but more commonly increase in siz 
places it in the doubtful papilloma category. Here the base is much broader and 
shorter and the villi are stunted and coarser, whilst the epithelial layer tends to 
increase in thickness and to show increased activity. In the malignant papilloma 
the fronds tend to fuse together so that the surface of the growth looks bald and 
the base becomes as broad as, or broader than, the intravesical projection. Malig 


nant infiltration of the adjacent submucous laver of the bladder is heralded by the 
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presence of thick a@dematous mucosa round about the pedicle of the tumour 
Histologically the cells are now frankly carcinomatous and invasive. A papilloma 
may start in any of these three stages, or it may progress from one to the next 
more malignant. 

The flat infiltrating carcinoma begins as a malignant collection of cells under an 
unbroken mucosa and may spread widely and deeply before it ulcerates. Even 
before this happens bleeding may take place, but it is scanty. Only when the 
tumour has grown to a large size and is infected and ulcerated does hamaturia 
compare in severity with that met with in the papilloma group. 

‘The adenocarcinoma is a rare type which occurs at the vault in the remnants ot 
the urachus or at the base from epithelium which has undergone metaplasia. 


SYMPTOMS 
Che outstanding symptom is hamaturia, and this is often the only symptom, 
especially in the simple and doubtful papilloma. ‘The bleeding is usually brisk and 
the blood mixed uniformly in the urine, although terminal hamaturia can occur 
when the growth Is squeezed by the contracting bladder. The bleeding tends to 
be repeated and to become more profuse; it may lead to severe anamia before the 
patient secks medical advice. Some patients may pass blood for three or more 
years and still have small tumours at operation, although neglect often leads to 
the formation of multiple tumours and the condition becomes a papillomatosis 
Clots, or the position and size of the tumour, may cause retention and, if infection 
is superadded, frequency and dysuria appear. When the bladder wall is infiltrated 
by spread of the growth, as it is from the first in the flat infiltrating carcinoma, ot 
as occurs later in the malignant papilloma, the patient may have very little frank 
blood in the urine and may, instead, present the symptoms and signs of a chronic 
cystitis which resists treatment. Since most epithelial tumours of the bladder arise 
near the base, one or both ureteric openings may become blocked by infiltration, 


and rarely the main complaint is of pain in the loin 


THE DIAGNOSIS 
Ordinary clinical examination is usually of little value in coming to a diagnosis 
Metastases are rare and the inguinal glands are practically never involved. A large 
neoplasm of the vault may be palpable through the abdominal wall, and in 
filtrating tumours of the base can often be felt on rectal examination provided this 
is done bimanually and not in the usual knee-elbow position. An enlarged and 
perhaps tender kidney may mislead the examiner. The only certain method of 
diagnosis is by cystoscopy, and with modern cystoscopes there is no need to wait 
until the bleeding stops before carrying out the examination. With the cystoscope, 
the type of growth can usually be classified more or less accurately by the appear- 
ance of the fronds, the size of the base, and the presence or absence of changes in 
the bladder mucosa surrounding it. Other diagnostic measures of importance are 
biopsy of the tumour, bimanual examination under anzsthesia to determine in- 
filtration, and intravenous pyelography to ascertain whether or not the kidneys 
have suffered. 
TREATMENT 
Ihe simple papilloma, unless of large size, can be destroyed by diathermy through 


a cystoscope, and this method, or a modification of it, is also applicable to many 
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of the doubtful papillomas. ‘This cystodiathermy 1s preferably carned out unce 


anzsthesia; the tumour may be completely broken up by one treatment or it may 


require several at intervals of a few weeks. ‘The patient need not be in hospital 


longer than a few days, but he must be cystoscoped again four weeks afterwards 
to make sure that the tumour has gone. If it has, he returns at gradually increasing 
intervals until finally a yearly cystoscopy becomes part of his life's routine. By 
so doing, early recurrences can be spotted before they bleed. I have seen new 
papillomas appear five years after the bladder has been cleared 

Most of the doubtful papillomas, all the malignant papillomas, and the flat 
infiltrating carcinomas require open operation. Removal of the growth with a 
wide area of apparently healthy bladder round about it— partial cystectomy 
would appear to be the logical procedure, but technically, since most tumours li 
on the base in close proximity to the ureteric orifices, this ts often dithcult or 
impossible, and even when possible the end-results are very disappointing. Many 
surgeons now advocate total cystectomy with implantation of the ureters into the 
pelvic colon, but this severe operation does not really improve the prognosis in 
infiltrating carcinoma, most of the patients dying within the year and often show 
ing widespread metastases such as are rarely found after other forms of treatment 
lotal cystectomy is well worth while, however, in papillomatosis untreatable by 
any other method. ‘] ransplantation of the ureters to the colon leaves the patient 
open to a number of risks, such as ascending infection of the kidneys, but ts 
compatible with a full active life 

My own practice ts to open the bladder suprapubically and to determine the 
type of operation after inspecting the growth. When the latter ts a large papilloma 
with a pedicle and no obvious infiltration of the base, removal of the growth itself 
followed by heavy diathermy of the stalk and adjacent bladder wall, gives excellent 
results. If the tumour ts a malignant papilloma, diathermy alone is not sufficient 
in the majority of cases; in this instance again the tumour ts removed, tts base ts 
diathermied, and radium ts implanted in the bladder wall round about it. A 
similar procedure is used for the flat infiltrating carcinoma. Radon seeds o1 
irradiated tantalum wire may be substituted for radium. Radiation of the bladder 
does cause a good deal of reaction and the patient will have increased frequency 
and dysuria for at least four months after operation, but although the end-results 
are far from good, they are certainly better than those obtained by any other 
method, over 3 per cent. of the patients being alive and tumour-free five vears 
afterwards 

Deep x-ray therapy ts again being used in this country, although my own ey 
perience has been variable and usually disappointing. Inoperable tumours may be 
controlled by therapy and bleeding stopped, but there is always a danger that th 
patient may be made more miserable by the production of severe cystitis 

Death in neoplasms of the bladder is mainly due to renal failure and many 
patients have relatively little pain, although others require large doses of morphin 
to control bladder spasms. If spasm and bleeding are severe, a palliative diversion 


of the urine into the pelvic colon is worth considering 


W.S. MACK, M.B., F.R.C.S.ED., FRLFA 
Urologist, Royal Beatson Memorial Hospital, Glasgo 
Issastant Ul rolovist, Glaseore Roval Infirmary 
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Perihemin.. 


IRON - Bin -C- FOLIC ACID STOMACH - LIVER FRACTION 


the haematinic of choice 7 | 


PERIHEMIN*® represents the greatest PERIHEMIN combines the principal 


substances in a 


step forward yet made in the treatment known haemopoietic 
of common anaemia, by means of a well-balanced formula. An oral pre 
single form of medication. Already paration, in capsule form, which provides 
acknowledged the haematinic of maximum toleration and optimal 
choice in many hospitals in America, dosage for the patient, it ts invaluable 
it Is now introduced to physicians in the treatment of nutritional hypo- 
in the United Kingdom as a major chromic anaemia, post-infectious 
therapeutic aid of proven merit in anaemia, the megaloblastic anaemias of 
the iron- deficient and many pregnancy, infancy, pellagra and sprue 


megaloblastic anaemias and allied dyscrasias 


DOSAGE FORMULA 


For severe megaloblastic anaemias, 3 capsules Each capsule contair Ferrous Sulphate 
. < < 9) On muir . { } gre 
3} times daily after meal In other anaemias Exsiccated, 192 g., Vitamin By2, 10 micrograms, 
Forvire Folie Acid, 0.85 mg., Ascorbic Acid (C) 
| capsule 3 times daily after meal $0.0 mg., Powdered Stomach, 100.0 mg. 
In bottle f 100 and 1,000 capsules Insoluble Liver Fraction, 350.0 mg 


Literature and clinical samples on request *Trade Mark 


LEDERLE LABORATORIES DIVISION Cyanamid Pr roducld Lad 


BUSH HOUSE, ALDWYCH. LONDON. W.C.? TEMple Bar 5411 
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A new development in the treatment of 


MOUTH AND THROAT 
INFECTIONS 


BRADOSOL 


ANTISEPTIC LOZENGES 
Bradosol is a potent quaternary ammonium bactericide 


and tungicide, effective in extreme dilution against 


most pathogenic organisms causing 


SORE THROATS 


@ Well tolerated and virtually non-toxic 

@ Does not produce resistant strains 

@ Effective against fungi 

@ Does not contain potentially toxic local anaesthetics 


lubes of 20 Lozenges 


kach lozenge contains 0.5 mg. »'-phenoxy-ethyl-dimethyl-dodecyl 
ammonium bromide 


[ . 
S34 
BKradosal ’ vs a registered trade mark Keg. user 


CIBA LABORATORIES LIMITED 


HORSHAM - SUSSEX 
Telephone | Horsham 1234 Telegrams > Cibalabs, Horsham 
































NOTES AND PREPARATIONS 


NEW PREPARATIONS 
‘BeTaLin COMPLEX’ contains in 
aneurine hydrochloride, 2 


ELIXIR each 


fluid dram (3.6 ml.) 
mg.; riboflavin, 1 mg 
hydrochloride), 0.5 mg 
sodium pantothenate), 2 mg 
mg.; with an extract derived from approximately 
10 g. of fresh liver. It has been prepared for the 
treatment of vitamin B complex deficiency 
Issued in bottles of 4, 16 and 8o fluid ounces 
(Eli Lilly & Co. Ltd., Basingstoke, Hants.) 


‘KHELLANALS’ 
pared for the administration of khellin as there 
is evidence suggesting that rectal administration 


pyridoxine (vitamin B, 
pantothenic acid (as 
nicotinamide, § 


suppositories have been pre- 


reduces the incidence of the side-effects which 
commonly follow oral or parenteral admin:stra- 
tion. Their use is indicated in the treatment of 
bronchial asthma, chronic bronchitis, cardiac 
conditions and renal colic Issued in two torms 
for children, containing so mg. of khellin; for 
adults, containing 200 mg. of khellin; in pack- 
ings of 6, 12, 50 and 100. (Paines & Byrne 
Ltd., Pabryn Laboratories, Greenford, Middle- 
sex.) 


bacteriostatic detergent > 


‘OCTAPHEN’ is a new 
one of the quaternary ammonium series, which 


bacteriostatic and 


fungistatic 


is stated to ‘high 
detergent activity 
action’. It is presented in the form of a pure 
white powder which dissolves quickly in water 
or m 50 per cent alcohol to form a solution 
which is ‘bacteriostatic against most pathogenic 
dilutions’. Solutions of 


possess 


combined with 


organisms in high 
‘octaphen’ are stated to have a pH of 7, and to 
be non-irritant for use in the surgery, ward or 
operating theatre. Issued in containers of 50 
and 500 grammes, and 2 kilos. (Ward Blenkinsop 
& Co. Ltd., 6 Henrietta Place, London, W.1.) 


‘PYCAMISAN’ brand compound isoniazid cachets 
are a combination of isoniazid and PAS pre- 
pared for use in the combined therapy of 
tuberculosis. They are issued in three strengths 
‘Pycamisan 25’ (PAS 1.5 g.; isoniazid 25 mg 
per cachet); ‘Pycamisan 33’ (PAS 1.5 g.; iso- 
niazid 33.3 mg. per cachet); and ‘Pycamisan 50’ 
(PAS 1.5 @.; 50 mg. per cachet) 
(Herts Pharmaceuticals Ltd., Welwyn Garden 
City, Herts.) 


isoniazid 


PHARMACEUTICAL NOTES 
‘Inn’ brand isoniazid (isonicotimic acid hydra- 
zide), the chemotherapeutic agent used in the 
treatment of tuberculosis, is available in tablets 
of 100 mg. (scored), in bottles of 100 and 1000. 
(Eli Lilly and Company Ltd., Basingstoke, 
Hants.) 


(brand of methyl-n-propyl ether) 1s 
150 mil. in 


‘NEOTHYL’ 
now supplied 
round bottles and 600 mil 
The 8 oz. size has been discontinued. (J. F 
Macfarlan & Co. Ltd., 109 Abbeyhill, Edin- 
and Elstree Way, Boreham Wood, Herts.) 


in two size packs 
im square bottles 


burgh; 


Pfizer Ltd 
Folkestone 1s 


‘TeRRAMYCIN’.——Messrs announce 
that their factory in 
operation and that their head office has been 
transferred to Folkestone. As from February 16, 
1953, the Ministry of Health have agreed that 
they be permitted to supply all hospitals direct. 


now im 


General may use terramycim tor 


practitioners 
domiciliary treatment of 
staphylococcal infections, severe atypical virus 


fever (brucellosis), lym- 


penicillin-resistant 


pneumonia, undulant 
phogranuloma inguinale and suspected cases of 
ornithosis, but requests for supplies of the drug 
should still be made to the Regional distribution 
centres. A comple te list of the forms of presenta 
tion of terramycin 1s available on application 
(Pfizer Ltd., 
Kent.) 


137-39 Sandgate Road, Folkestone, 


BRITISH EMPIRE CANCER CAMPAIGN 
At a special meeting of the British Empire 
Cancer Campaign in the House of Lords on 
March 10, 1953, H.R.H. the Duke of Glou- 
cester, President of the Campaign, announced 
the acceptance by the Campaign of a munificent 
gift from Canada of a Cobalt 60 Beam Therapy 
Unit—the first of this magnitude to be available 
in Europe 


ASSOCIATION 
Tue fifth annual British Rheu- 
matic Association, for 1951-52, draws attention 
to four major developments arising directly 
from the work of the Association (i) The 
establishment, at Northwood, Middlesex, of the 
first of a series of medical hostels to give im- 
mediate expert attention to industrial workers 
suffering from rheumatic complaints. When 
funds become available, it is planned to estab- 
lish similar hostels in Scotland, the industrial 
North and the Midlands. (ii) The decision of the 
Ministries of Labour and of Health to review 
the whole position of the handicapped un- 
employed in Britain. (ii) The initiation of social 
surveys and inquiries to determine the extent 
of the economic burden thrown on industry 
by rheumatism. (iv) The development of a 
national educational campaign, in conjunction 
with the National Federation of Women's 
Institutes (British Rheumatic Association, 5 
Tite Street, London, S.W.3) 


BRITISH RHEUMATIC 


report of the 
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THE CIBA FOUNDATION 


‘THe annual report of the Ciba Foundation for 
1952 is a record of continuing and enhanced 
activity. Visitors in 1952 came from 29 countries, 
representing all five continents. During the year 
an exchange scheme, based upon Anglo-French 
Exchange Bursaries, was inaugurated, whereby 
doctors of not less than one year’s standing who 
wish to obtain clinical experience or to carry out 
medical research may visit France or England, as 
the case may be, for periods of two to four 
months. Hospitality provided for five 
international conferences, including the tenth 
international congress of dermatology and the 
first European cardiology. Six 
foundation conferences were organized, dealing 
with the spinal anterior 
pituitary and adrenocortical hormones; mam- 
malian germ cells; hormonal factors in carbo- 
hydrate metabolism; synthesis and metabolism 
of adrenocortical and the 
structure of proteins. In December the fourth 
Ciba Foundation Lecture was delivered by Dr. 
G. W. Corner, on ‘the action of ovarian hor- 
mones on uterine muscle’. (The Ciba Founda- 
tion, 41 Portland Place, London, W.1.) 


was 


congress of 


cord; bioassay of 


steroids; chemical! 


CENTRAL COUNCIL FOR HEALTH 
EDUCATION 
Tne Central Council for Health Education will 
hold a school in health 
education at Royal Holloway College, Englefield 
Green, Surrey, from August 10-20, intended for 
professional workers in the medical, educational, 


residential summer 


industrial, and welfare services. (Medical Dir- 
ector, The Central Council for Health Educa- 
tion, Tavistock House, London, W.C.1.) 


WORLD FEDERATION FOR MENTAL 
HEALTH 

‘Tue sixth annual meeting of the World Federa- 
tion for Mental Health will take place at the 
University, Vienna, from August 16 to 22, 1953. 
The theme of the meeting will be ‘social pro- 
visions for mental health’. The seventh annual 
meeting is to be held in Toronto, at the same 
time as the fifth internanonal congress on 
mental health, from August 14 to 21, 1954. The 
theme of these meetings will be ‘mental health 
in public affairs’. Further information may be 
had from the Secretary, National Association 
for Mental Health, 39 Queen Street, London, 
W.1. 


WORLD CONFEDERATION FOR 
PHYSICAL THERAPY EXHIBITION 
Tue First International Congress for Physical 
Therapy will be held in the Central Hall, 
Westminster, from September 7 to 12. An ex- 


PRACTITIONER 


hibition will be staged of apparatus used in con- 
nexion with physical therapy—the first inter- 
national exhibition this 
purpose. 


LIVERPOOL 


devoted solely to 


MEDICAL 
1953 
Tuis Exhibition will take place on May 18-22, 
1953, at St. George’s Hall, Liverpool, and will 
be open, to members of the profession only, 
daily. On Monday, 
May 18, at 11.30 a.m. an opening ceremony will 
be performed by Dr. E. Noble Chamberlain, 
M.D., M.Sc., F.R.C.P. Films of medical in- 
terest will be shown each day. (The British & 
Colonial Druggist Ltd., 194-200 Bishopsgate 

London E.C.2.) 


MEDICAL PRACTICES COMMITTEE 
Tue Fourth Report of the Medical Practices 
Committee covers the period of eighteen months 
ending December 31, 1952. It also 
certain general tendencies during the period 
since the establishment of the National Health 
Service. In July, 1948, the total number of 
principals on lists in England and 
Wales was 16,869, and the number of patients 
was approximately 41,500,000, giving an average 
of 2,461 patients per principal. ‘The correspond- 
ing figures for July 1952 were 17,383 principals, 

2,250,000 patients, average of 2,430 patients 
per principal. In 1948 there were wide variations 
in the average list in different parts of the 
country. Thus, in Radnorshire the average list 
per principal 1,120, whilst in part of 
Glamorgan over 8,000. In 1952 the 
corresponding figures were 1,320 and 2,832. In 
the areas with high average lists the number of 


EXHIBITION 


from 11 a.m, to 6.30 p.m 


reviews 


medical 


was 
it was 


principals has increased by around 10 per cent. 
since 1948, and there has been a similar decrease 
in the number of doctors practising in ‘over- 
doctored’ areas. It is reported that most of the 
1,560 assistants practising in the Service are 
employed in those areas with high average lists. 

Some of the decreases in ‘overdoctored’ areas 
are of interest. For instance, in Bournemouth 
there were 97 principals in 1948, but only 72 
in 1952. Comparable figures for Southport are 
59 and 42, and for Harrogate 34 and 27. On the 
general position in the ‘overdoctored’ areas the 
Committee states that ‘it appears doubtful 
whether the number of doctors practising in 
these areas will or should be much further re- 
duced. A number of these practitioners have 
held during their more active years busy prac- 
tices in other areas and have preferred to take 
smaller practices later in life rather than carry 
on work that had become too heavy for them or 
to retire completely. It is right that they should 
be permitted to do this’. 


CONTINUED ON PAGE 436 
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‘Terramycin 


In a series of fifty-five dermatological patients 
treated topically, not a single sensitization was 


observed (1). 


In a series of one hundred and sixteen cases of 
ocular infection, only one patient developed the 


least sign of allergy (2) 


In a series of one hundred and thirty-two cases 
of ocular infection, only one case of sensitivity 


was observed (3). 


In a series of four hundred and seventy-eight 
cases of ocular infection, the only complication, 
after half-hourly or hourly instillation, was a 


slight staining of the corneal epithelium (4). 


Low incidence of sensitization 


lerramycin can now be used for all suitable con- 
ditions in Hospitals in Great Britain, and a complete 
range of oral, intravenous and topical dosage forms 


is available. 


fies 


REFERENCES 
N.Y. Seate J.M., 52:1031 (April 15) 
1952 
Annual Conference of the Wills Eye 
Hospital Association Philadelphia 
(March 16) 195) 

3. Am. J. Oph. Vol. 3:4, No. 5: 723.726 
(May), 1951 

Full literature is available and will be supplied on request 4 Trans. Am. Oph. Sox Vol. xCIx 
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During the eighteen months covered by thus 
Report, 300 applications were made by doctors 
to start new practices; 290 of these were granted 
In addition, 208 vacancies were advertised, 180 
of which were for 
practices following the death or resignation of 
single-handed The Committec 
accepted the recommendation of the Executive 
Council for the filling of these vacancies in 206 
cases. 

HEALTH CONTROL OF AIRPORTS 
MIDDLESEX occupies a unique position among 


the counties of Great Britain in that it includes 
London 


vacancies in. established 


practitioners 


the two major airports in this country 
Airport and Northolt. In his recently published 
annual report for 1951, Dr. A. C. ‘T. Perkins, 
the County Medical Officer of Health for 
Middlesex, provides some interesting details 
concerning the health control of these two inter 
nationally renowned airports. There are five 
medical officers serving in the Health Control 
Unit at London and Northolt Airports, in 
addition to eight medical receptionists at Lon 
don Airport and five at Northolt. An important 
type of traffic which 1s developing at London 
Airport is causing some concern. ‘This 1s the 
practice of sending whole ship’s companies by 
Many 
of these seamen are Lascars from areas where 
and although they are 


air to join ships in the United Kingdom 


smallpox is endemic, 
vaccinated it is possible that vaccination may so 
modify an attack of that the 
escapes detection on arrival 

The number of aircraft requiring disinsectisa- 
tion certificates increased by 1,042 to a total of 
2,438. deaths are 
passenger with thyrotoxicosis who died a few 
minutes after arrival at London Airport; the 
other was an elderly lady meeting an incoming 
plane who died as a result of an attack of angina 
pectoris. At London Airport there were five 
cases of amoebic dysentery and one of bacillary 
dysentery. Mental Welfare Officers (Duly 
Authorised) were called on several occasions to 
passengers arriving with mental 


smallpox case 


Two recorded—one of a 


deal with 
affections. 
GOAT’S MILK 
ARRANGEMENTS have now been completed be- 
tween the National Milk Testing Service and the 
Sussex County Goat Club for samples of goat's 
milk to be tested for cleanliness and keeping 
qualities. Further information concerning the 
availability of goat’s milk can be obtained on 
application to the British Goat Society, Diss, 
Norfolk. 


CHANGE OF ADDRESS 
Tue Energen Dietary Service announce that 
the Service has acquired new premises at 25a 


PRACTITIONER 


(Tel. Am- 
which is spon- 
Foods 


under 


Square, London, W.1 
This Service, 


financed by the 


Bryanston 
bassador 9332) 
sored and Energen 
Company, 1s conducted independently 


the supervision of a Medical Director 


ARCH LABORATORY 
EXTENSIONS 

ON February 18 1952, the Overseas Secretary 
to the Board of Trade Mr. H. R. Mackeson, 
M.P £100,000 extensions of 
The Crookes Laboratories, Park Royal 
N.W.10. These laboratories 


will eventually employ 200 girls, are 


RESI 


opene d the new 
Lon- 
don, new which 
to be used 


for the manufacture of all injection material 


PUBLICATIONS 
The Chemist and Druggist Poisons Guide. Vol. 11 
Poisons Provisions and Explanations, compiled 
and coordinated by W. A. Whatmough, sB.s« 


PH.C., FR consolidates poisons law by 


bringing all poisons and Dangerous Drugs law 
provisions, as amended, up to date as at January 
1, 1953. In the foreword it is aptly, and ac- 


curately, described as a ‘safe-conduct through 


the hazards of poisons law provisions’ and ‘an 
unsurpassable value 


‘msurance policy’’ of 


unwitting breach of potsons law, 


against any 


disciplinary pains and _ pecuniary 


with its 


There are few practitioners who 


penalties’ 
appreciate how complicated are these provisions 
A glance at this volume will soon convince them 
of how much they owe to pharmacists for en- 
suring that the law on the subject is observed 
with so little trouble to the prescribing doctor 


(The Chemist and Druggist, price 40s.) 


The Early Diagnosis of Cancer is a pamphlet 
produced by the Scientific Advisory 
British 


information and 


Com- 
Empire Cancer Cam- 


interest of 


mittee of the 
paign ‘for the 
general practitioners’ 
tributed, through the British Medical Associa 


Copies are being dis- 
tion, to all general practitioners in the country. 
With the pamphlet practitioners will receive a 
brief (one-question) question- 


‘consider that 


commendably 
naire asking them whether they 
the launching of a scheme of lay educational 
propaganda on cancer’ would be of value. It is 
to be hoped that all practitioners will spare the 
time to complete and return this form. (British 
Empire Cancer Campaign, 11 Grosvenor 
Crescent, Hyde Park Corner, London, S.W.1.) 


The National Register of Medical 
Services. Chiropodists. This, the 1952 Register 
of Chiropodists, is now available. It will be 
practitioners on 


Auxiliary 


supplied free to medical 
application to The Secretary and Registrar, The 


Board of Registration of Medical Auxiliaries, 


CONTINUED ON PAGE 438 
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FOR THE MENOPAUSAL PATIENT 


HEWCESTROL 


Mark 


A pleasantly flavoured elixir containing Ethinyloestradiol B.P. 0.02 
mgm. in each teaspoonful (60 minims). It provides maximum 
cestrogenic activity with minimum dosage and the absence of side 
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B.M.A. Tavistock Square, London, 
W.C.1. 

The Indian Medical Directory, 1952, 
the names and addresses of 50,000 doctors. It 
also provides details concerning the hospitals 
and medical schools of India. (The Indian Journal 
of Medicine Amingate Street, 
Banga, East Punjab, {London Office 
231-2 Strand, London, W.C.2], price 60s.). 


House, 


contains 


and Surgery, 
India 


National Corporation for the Care of Old People 
~The fifth annual report for the year ended 
September 30, 1952, states that during the year 
the corporation considered 121 applications for 
grant-aid, and opened Rest Homes at Stanmore, 
Middlesex, and at Greenisland, nr. Belfast. It 
draws attention to an experimental scheme in 
Bristol for the provision of a laundry service for 
old people, and concludes with a plea that old 
people should not be regarded as a class apart, 
as objects of pity or of charity, but as people 
who with help can retain their independence 
and make their own contribution to the general 
welfare. (Nuffield Lodge, Regents Park, Lon 
don, N.W.1.) 
Beitrdge zur Zellulartherapie is a Festschrift 
presented to Dr. Paul Niehans of La ‘Tour-de- 
Peilz, Switzerland, on his 7oth birthday. Its 
contents include a_ biographical sketch, a 
bibliography, and a photograph of this pioneer 
in cellular therapy, and articles, 
mostly in German, dealing with various aspects 


some _ ten 
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of this subject. (Munich and Berlin: Urban & 
Schwarzenberg.) 

Journal de Génétique Humaine is the title of the 
first journal in the French language dealing with 
human genetics, and intended for doctors, 
biologists, and anthropologists. Edited by A. 
Franceschetti (Geneva), L. van Bogaert (Ant- 
werp), and M. Lamy (Paris), it is published 
quarterly by Médecine et Hygiéne, 15 Boulevard 
Geneva. (Subscription for 
for abroad: terms on 


des Philosophes, 
Switzerland fr. 30 p.a.; 
application.) 

Change of Life, an unpretentious booklet pub- 
lished by the Family Planning Association, ex- 
plains in simple straightforward language the 
meaning of the menopause, gives its main 
physical and emotional—and con- 
painting ‘the brighter side’. (64 
London, S.W.1, price 6d., 


symptoms 
cludes with 
Sloane Street, 
postage 24d ) 
OFFICIAL PUBLICATION 
List 42 (1953) of Special Sx hools, Boarding 
Homes for Handicapped Pupils, and institutions 
for further education and training of disabled 
persons in England and Wales, compiled by the 
Ministry of Education, gives a comprehensive 
summary of the available provision for handi- 
capped children. A useful index shows the types 
of case admitted to Special Schools for delicate 
and for physically handicapped children. (Lon 
don: H.M. Stationery Office, price 2s.) 
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For cardiac and circulatory troubles, the experienced 
physician recommends taking the waters and undergoing 
climatic treatment in the rejuvenating surroundings 
of a German Spa. 


Deutscher Baderverband, Bonn, Lotharstrasse, 19. 
and German Tourist Informa:ion Bureau, 6 Vigo Street, Regent Street, London, W.1. 
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The that we Europeans have one 


blind Robert Burton 


Chinese sa 


APRIL, 


train as a thorn in the 


make 
publi hed 


UNper the heading, ‘Eve 
tlesh’,‘ Notes by the Way’ interesting 
comments on ‘the recently book by 
Dr. G. M. Gould, entitled Biography Climes’, 


which is described as ‘a very in 


SOT 


tructive study 


in the light of modern knowledge, of a physical 


defect which seems to have played a prominent 


part in the lives of some of the most distin 


From a close con 


By 
and Brown- 


guished writers and thinker 
the recorded histories of 
Darwin, Huxley, 


deduce the 


sideration of 
Quincey, Carlyle, 
ing, Dr. Gould 

that each of these 


interesting result 


great men was the victim of 


ocular defect of some kind, leading to con- 


tinued state of eye-strain, and that to this alone 
may be attributed a great part of the ill-health 
them. The 
deduction ts fascinating and indeed practically 
We may hope that tn these days 


methods thi 


complained of by each and all of 


convincing 
of improved ophthalmological 
be eradicated 
Those 
work 
Gould him 
his 


not himself 


“thorn in the flesh” of genius may 
before it makes a lite 
who recognise the 
that has fallen to the share of 
-sided 


activities, will hope also that he 1 


whole miserable 
amount ot 
Dr 


nature ot 


immense 


self, and the many literary 


a victim of the condition which he so ingeniously 
and that the editor of American 
Illustrated Di 

but two of his 


traces in others; 
Medicine and author of An 
tionary of Medicine’ —to 
may escape alike the ill-temper 


name 
titles to fame 
of Carlyle and the opium to which De Quincey 
Born in 
had 
but 


miiseric ‘y 
Milbry Gould 


the ministr 


had recourse to lighten hi 
Maine in 1848, 
originally intended 


Creorge 
been for 
this because of eve train, 


All his pro- 
the 


abandoned career 


when he took up medicine instead 


fessional life he preached the gospel of 


eye-strain origin of physical and mental disease 


mostly to deaf ears 

need to impre wpon our 
readers the value of the Royal Medical Benevo- 
lent College at Epsom or the claims which it 
the the 
the 
the 
tival 


“There is no 


support of all members of 
The 


Anniversary of 


has upon 


Profession year sees 
Fiftieth 


College, and in honour of its 


present 
the foundation of 
Jubilee a fe 
dinner is to be held on at which the 
Prince of Wales has promised to take the chair’ 

The first of the 
entitled “The Light-Treatment in Lupus and 
Other the 


June °, 
Original Communications’, 
contributed 


Diseases of Skin’, is 


themselves two, all the world clse 1 


Velanchely 


eve the 
Inaton if 


1yO 3 


Mak 


tian 


Morris, F.RCLS., 
Skin Department, St 
Dore 


those 


Con 
Mary's 


results, 


jointly by olm 


sulting Phy 


Hospital, and by S. Ernest Our 


though not so brilliant as claimed by 


itistactory m a considerable 


the 


been 


the 


Finsen, have 


number of cases of lupus vulgaris 


treated by us. It is impossible, however, by 


mere an adequate 


of the 


tatistics to pive 


good effects of the 


impression 


treatment It is 


George Bodington, (1840) 


only those who are thoroughiy cognisant of the 
course and intractable nature 


the 


extremely chron 
of the 


effect ot 


disease who realise beneficial 


the 


can 
light-treatment’ Discussing 
Adenoid from the Practitioner's Point of 
View’, P. L. Daniels, F.R.C.S., Assistant Sur- 


geon to the Metropolitan Hospital, begins with 


a striking if somewhat cumbersome, sentence 
Writing on the 
that 


yet ground over which 


subject otf adenoids one feels 


while one is traversing old ground, it is 


so many stumbles have 
much 


well, in the 


been made and consequently sO con- 


troversy has been excited, that it is 
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Fiery Years’ AGo—continued 

light of experience gained in recent year ¢ to 
clear away the débris of past battles and to state 
as distinctly as possible those ascertained facts 
which bear upon the diagnosis, prognosis, and 
treatment of the condition’. S. Vere Pearson, 
M.B., M.R.C.P., Assistant Physician to the 
East London Hospital for Children, Shadwell, 
discusses “The Differential Diagnosis between 
Croupous and Catarrhal Pneumonia in Infants’, 
and Whewell Hogarth, M.D., F.R.C.S., and 
B. G. A. Moynihan, M.S., F.R.C.S., 
‘A Case of Acute Pancreatitis’. An interesting 
review is presented of ‘Some Recent Surgery of 
the Nervous System’ by Donald J. Armour, 
M.B.. M.R.C.P., F.R.C.S., Demon 
strator of Anatomy, University College, Lon 
don; Senior Assistant Surgeon, Belgrave Hos- 
Parkes, M.D., 
discourses on 
of Scarlet 


describe 


senior 


pital for Children, whilst Louis C 
D.P.H., M.O.H. for Chelsea, 
*The Infectivity of the Later Stages 
Fever, and Hospital Isolation’ 


new edition of Dr 


‘The appearance of a 
Burney Yeo'’s Manual of Treatment must be a 
matter of satisfaction to many a busy practi- 
tioner. New methods and new drugs are poured 
upon the profession nowadays in such bewilder- 
ing profusion that few of us can find time to 
investigate the claims of each new-comer; and 
a work which gives within a reasonable compass 
the supposed advantages and the actual results, 
satisfactory and unsatisfactory, of therapeutic 
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methods old and new, is a valuable addition to 
. We cannot forbear from quoting 
Burney Yeo makes, after 


our library 
one remark which Dr 
mentioning such terms as “Achylia Gastrica, 
Hyperchlorhydria, Gastrosuccorrhaea” et hoc 
“We must here, as elsewhere, be 
the growth of mere 
thinking, 


genus omne! 
guard against 
phraseology, with which, to our 
medical science is already gravely overladen”’ 
It is interesting to find the reviewer describing 
as ‘not the least valuable part’ of the author’s 
account of the treatment of appendicitis ‘the 
protest against the fiévre opératoire which has 
made by such authorities as Broca and 
At the present time we venture to think 
operative inter- 


on our 


been 
‘Treves 
that 
ference in appendicitis calls for some protest, 
and we shall do well to bear in mind the state- 
ment quoted from Sir Frederick Treves that 
“the number of cases which undergo spon- 
taneous cure form an overwhelming majority 


indiscriminate and hasty 


and cannot be lost sight of’’.’ 

The reprinting in ‘Selected Essays and Mono- 
English Sources’, pub- 
Sydenham 


graphs, chiefly from 
lished by The New 
George Bodington’s classic paper on the open 
consumption is described as 
‘particularly The claims of our 
countryman to the discovery of this life-saving 
method might otherwise tend to be overlooked’ 


W.R.B 


Society, of 


air treatment of 
opportune 


ST. ANDREWS HOSPITAL, NORTHAMPTON 


FOR NERVOUS AND MENTAL DISORDERS 


President—Tur EARL SPENCER 
Medical Superintendent—-THOMAS TENNENT, M.D., F.R.C.P., D.P.H., D.P.M. 


This Registered Hospital is situated in 130 acres of park and pleasure grounds 


Voluntary patients, who are 


suffering from incipient mental disorders, or who wish to prevent recurrent attacks of mental trouble; -— gd 
patients, and certified patients of both sexes are received for treatment. Careful clinical, biochemical, bac- 


tenological and pathological examinations. 


Private rooms with special nurses, male or female, in the Hospita 


or in ene of the numerous villas in the grounds of the various branches can be provided 


WANTAGE 


ital in detached grounds with a separate entrance, to which patients can be ad- 
the apparatus for the complete investigation and treatment of Mental and Nervous 


This is a Reception ons 


mitted. It is equipped with a 
Disorders by 
ents for hydrothe 


departm 
sion bath, Vichy 


© most modern methods; insulin treatment is available for suitable cases 
by vanous methods, including Turkish and Russian baths, the prolonged immer- 
iouche, Scotch Douche, Electrical baths, Plombiéres treatment, &c. There is an ———— 


HOUSE 


It contains special 


Theatre, a Dental Surgery, an X-Ray Room, an Ultre-Violet Apparatus, and a Department for Diathermy 


High- ey — treatment. 


It also contains Laboratories for biocnemical, bacteriological, and pathologica! 


research. Psychotherapeutic treatment is employed when indicated. 


MOULTON 


Two miles from the Main Hospital there are severa) branch establishments and villas situated in a 
farm of 650 acres. Milk, meat, fruit, and vegetables are supplied to the Hospital from the farm, 


PARK 
rk and 
and 


orchards of Moulton Park. Occupational therapy is a feature of this branch, and patients are given every facility 





for occupying th Ives in fi 





hes of the H 


courts (grass and hard courts), croquet grounds, golf courses, and bowling greens 
Vandicrafes, 


thew own gardens, and facilities are provided for 
For terms and further 
Nerthampton), who can be seen in 


7 the Medical Superintendent 
y appointment. 


ng, gardening, and fruit-growing. 


BRYN~Y—NEUADD 


The seaside house of St. Andrews Hospital is beautifully situated in a Park of 330 acres, at Lianfairfechan 
amidst the finest scenery in North Wales. On the north-west side of the Estate a mile of sea coast forms 
boundary. Patients may visit this branch for s short seaside change, or for longer periods. 


ewn private bathing house on the seashore. There is trout fishi 
Kr an the b | there are cricket grounds, football and hockey grounds, lawn tennis 


HALL 


the 
The Hospital has its 
in the park. 


Ladies and gentlemen have 


such as carpentry, &c. 
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ANNOUNCEMENTS 





From \40l@ 5 Reto NYDRAZID 


Robert Koch 
(1843-1910) 


NYDRAZID is presented as:- 
Tablets of 100 mg. and 50 mg. 
Syrup (10 mg. per c.c.) 
Injection (100 mg. per c.c.) 





Isonicotinic Acid Hydrazide (Isoniazid) 


SQUIBB 


It is now 70 years since Robert Koch 
delivered his epoch-making paper on *‘ The 
Aetiology of Tuberculosis.’" In the long 
struggle against the tubercle bacillus, one 
of the most important landmarks has been 
the introduction of NYDRAZID 


Using isoniazid supplied as NYDRAZID 
by E. R. Squibb & Sons, the Medical 
Research Council have now completed two 
investigations into the treatment of pul 
monary tuberculosis. The second Report, 
published in the British Medical Journal, 
March 7, 1953, indicates that over a three 
month period, a combination of isoniazid 
and streptomycin is clinically the most 
effective chemotherapy yet investigated in 
these trials 


The conclusions of this communication 
support the views, expressed by this Com- 
pany at a very early stage, regarding the 
need for combination therapy in order to 
minimise bacillary resistance 


Further information on NYDRAZID will gladly 
be provided by :— 


The Medical Information Dept., 
E. R. SQUIBB & SONS 


17-18, Old Bond Street, London, W.1 
REGent 1733 
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